
UNIVERSIDAD COMPLUTENSE DE MADRID 
FACULTAD DE MEDICINA 

DEPARTAMENTO DE MEDICINA 
 
 

  
 
 

TESIS DOCTORAL   
 
 

Narcolepsia-cataplejia y comorbilidad con enfermedades 
inmunopatológicas:  

 
estudio caso-control de una muestra  

 
 

MEMORIA PARA OPTAR AL GRADO DE DOCTOR 
 
 

PRESENTADA POR 
 

Francisco Javier Martínez Orozco 
 
 

Directores 
 

 María Rosa Peraita Adrados 
Jorgue Matías-Guiu Guía 

 
 
 

Madrid, 2015 
 

   
 
 
 
©Francisco Javier Martínez Orozco, 2015 











 

 

5.1- PACIENTES CON NC Y EIs ASOCIADAS vs. PACIENTES CON NC SIN 

EIs.………………………………………………………………………………….…………76 

5.2- MUESTRA DE PACIENTES CON NC vs. GRUPO CONTROL 

DE LA POBLACIÓN GENERAL……………………………………………………………77 

6- CONSIDERACIONES ÉTICAS…………………………………………………………….78 

V. RESULTADOS………………………………………………………………………………….79 

1- ENFERMEDADES OBSERVADAS EN LA MUESTRA DE PACIENTES 

CON NARCOLEPSIA-CATAPLEJIA………………………………………………………80 

2- RESULTADOS DEL ANÁLISIS COMPARATIVO DEL GRUPO DE PACIENTES 

CON NC Y EIs FRENTE AL GRUPO DE PACIENTES CON NC SIN EIs…………....82 

3- ENFERMEDADES OBSERVADAS EN EL GRUPO CONTROL DE LA 

POBLACIÓN GENERAL Y RESULTADOS DEL ANÁLISIS COMPARATIVO 

CON LA MUESTRA DE NARCOLÉPTICOS ESTUDIADA……………………………..88 

VI. DISCUSIÓN…………………………………………………………………………………….94 

VII. CONCLUSIONES……………………………………………………………………………129 

VIII. ANEXO 1 - MATERIAL ADICIONAL …………………………………………………......132 

IX. ANEXO 2 - ÍNDICE DE TABLAS Y FIGURAS ……………………………………………137 

X. BILIOGRAFÍA ………………………………………………………………………………….141



































































































































































































































































134 

 

�  CUESTIONARIO PARA LOS CONTROLES DE LA POBLACIÓN 

GENERAL 



135 

 

 



136 

 



137 

 

 

 

 

 

 

 

 

IX. ANEXO 2 

ÍNDICE DE TABLAS Y FIGURAS 



138 

 

1- ÍNDICE DE TABLAS: 

 

TABLA 1  - Criterios clínicos para la narcolepsia con cataplejia de la ICSD-2………..18 

TABLA 2  - Estudios realizados sobre la genética de la narcolepsia…………………..39 

TABLA 3  - Criterios diagnósticos de la ICSD-2 (2005) para la narcolepsia con 

cataplejia……………………………………………………………………......................57 

TABLA 4  - Criterios diagnósticos de la ICSD-3 (2014) para la narcolepsia…………..58 

TABLA 5  - Enfermedades inmunopatológicas observadas en la muestra de pacientes 

con NC (N= 158) y su prevalencia en España…………………..……………………..80 

TABLA 6  - Características demográficas, clínicas y polisomnográficas de los 

pacientes con NC y EIs asociadas………………………………………………………81 

TABLA 7  - Pacientes con NC que presentan enfermedades inmunopatológicas 

asociadas (N = 158)………………….……………………………………………………82 

TABLA 8  - Resultados del análisis estadístico de las variables estudiadas en la 

muestra de pacientes con NC y EIs (N = 30) frente al grupo con NC sin 

EIs…………………………………………………………………………………………...83 

TABLA 9  - Resultados del análisis estadístico de la frecuencia y severidad de la 

cataplejia en la muestra de pacientes con NC y EIs frente al grupo con NC sin 

EIs…………………………………………………………………………………………...85 

TABLA 10  - Resultados del análisis univariante de los factores relacionados con la 

severidad de la cataplejia en los 30 pacientes con NC + EIs y los 30 pacientes con 

NC sin EIs (N = 60)………………………………………………………………………..87 

TABLA 11  - Enfermedades inmunopatológicas observadas entre los sujetos 

encuestados de la población general (N = 434)……….……………………………….88 

TABLA 12  - Enfermedades inmunopatológicas observadas en el grupo control de la 

población general (N = 151)………….………............................................................89 

TABLA 13  - Sujetos control de la población general que presentan enfermedades 

inmunopatológicas (N = 151)…………………………………..………………………...90 

TABLA 14 - Resultados del análisis comparativo entre la muestra estudiada de 

pacientes con NC y el grupo control de la población general (N = 151)…….….…...91 



139 

 

TABLA 15  - Análisis estadístico comparativo de las patologías más frecuentes o que 

están presentes tanto en la muestra estudiada como en el grupo control de la 

población general (N = 151)……………………………………………………………...92 

TABLA 16  - Postulados de Witebsky para las enfermedades autoinmunes…….….102 

TABLA 17  - Asociaciones HLA y otros determinantes genéticos descritos en la 

literatura científica para las diferentes EIs observadas en la muestra de pacientes 

con NC…………………………………………………………………………………….121 

TABLA 18  - Comparación entre la edad de aparición de algunas EAs observadas en 

la muestra de pacientes con NC y la edad esperada de acuerdo a los rangos de 

edad con mayor prevalencia descritos por Hayter y Cook…………………………..124 

 

2- ÍNDICE DE FIGURAS: 

 

FIGURA 1 - Dibujo original tomado del trabajo de von Economo……………………...24 

FIGURA 2 - Esquema del sistema activador ascendente………………….…………...26 

FIGURA 3 - Principales proyecciones del VLPO sobre el sistema activador 

ascendente……………………………………………………………………..…...……...27 

FIGURA 4 - Diagrama esquemático del circuito flip-flop…………..……………..….....29 

FIGURA 5 - Distribución de neuronas hipocretinérgicas en el área hipotalámica 

dorsomedial de un sujeto normal  y un paciente narcoléptico………………………..30 

FIGURA 6 - Bajos niveles de NAA en el hipotálamo de un paciente narcoléptico  

comparado con un sujeto control…………………………..…………………………….31 

FIGURA 7 - Sistema HLA…………………………….…………………………………….35 

FIGURA 8 - Determinación mediante ELISA de anticuerpos anti-TRIB2 en suero de 

pacientes con narcolepsia, otras enfermedades neurológicas y en controles…..….44 

FIGURA 9 - Mecanismo de mimetismo molecular……………….………………………48 

FIGURA 10 - Mimetismo molecular entre agentes infecciosos y auto-antígenos de 

neuronas Hcrt……………………………………………………...……………………….49 

FIGURA 11 - Modelo teórico para la fisiopatología de la narcolepsia………..………..50 

FIGURA 12 - Hipnograma de sueño nocturno de un sujeto normal y narcoléptico….55 



140 

 

FIGURA 13 - Hipnogramas de un TLMS, con cuatro registros de 20 minutos de 

duración……………………………………………………………………………….........56 

FIGURA 14 - Diferencias entre la muestra estudiada de pacientes con NC y el grupo 

control de la población general (en nº de personas)…………………..………………90 

FIGURA 15 - Valores de OR con sus correspondientes intervalos de confianza para 

las EIs (N = 151)…………………………………………………………………………...92 

FIGURA 16 - Edad media de inicio de las enfermedades autoinmunes………..……..98 

FIGURA 17 - Prevalencia media de EAs por predominancia de sexo……….………100 



141 

 

 

 

 

 

 

 

 

X.  BIBLIOGRAFÍA  



142 

 

Aldrich, M. S., Chervin, S., y Malow, B. Value of the multiple sleep 
latency test (MSLT) for the diagnosis of narcolepsy. Sleep 1997; 20: 
620-629. 

Allele Frequencies Website, 2013. www.allelefrequencies.net 

American Academy of Sleep Medicine. The International Classification of 
Sleep Disorders. Diagnostic and Coding Manual. © AASM, 1997. 

American Academy of Sleep Medicine. The International Classification of 
Sleep Disorders, Second Edition (ICSD-2). Diagnostic and Coding 
Manual. © AASM, 2005. 

American Academy of Sleep Medicine. The International Classification of 
Sleep Disorders, Third Edition (ICSD-3). © AASM, 2014. 

Anic-Labat, S., Guilleminault, C., Kraemer, H., y cols. Validation of a 
cataplexy questionnaire in 983 sleep-disorders patients. Sleep 1999; 
22: 77-87. 

Aran, A., Lin, L., Nevsimalova, S., y cols. Elevated anti-streptococcal 
antibodies in patients with recent narcolepsy onset. Sleep 2009; 32: 
979-983. 

Arand, D., Bonnet, M., Hurwitz, T., y cols. The Clinical Use of the MSLT 
and MWT. Sleep 2005; 28: 123-144. 

Arioglu, E., Andewelt, A., Diabo, C., y cols. Clinical course of the 
syndrome of autoantibodies to the insulin receptor (type B insulin 
resistance): a 28-year perspective. Medicine (Baltimore) 2002; 81 (2): 
87-100. 

Asakura, H. HLA-Cw*1202-B*5201-DRB1*1502 haplotype increases risk 
for ulcerative colitis but reduces risk for Crohn's disease. 
Gastroenterology 2012; 142 (3): e27-28. 

Atassi, M. Z., y Casali, P. Molecular mechanisms of autoimmunity. 
Autoimmunity 2008; 41: 123-132. 

Baba, T., Nakashima, I., Kambayashi, T., y cols. Narcolepsy as an initial 
manifestation of neuromielitis optica with anti-aquaporin-4 antibody. J 
Neurol 2009; 256: 287-288. 

Bach, J. F. The effect of infections on susceptibility to autoimmune and 
allergic diseases. N Engl J Med 2002, 347: 911-920. 

Baker, T. L., Foutz, A. S., McNerney, V., y cols. Canine model of 
narcolepsy: genetic and environmental determinants. Exp Neurol 1982; 
75: 729-742. 



143 

 

Baranzini, S. E. The genetics of autoimmune diseases: a networked 
prospective. Curr Opin Immunol 2009; 21: 596-605. 

Barcellos, L. F., Kamdar, B. B., Ramsay, P. P., y cols. Clustering of 
autoimmune diseases in families with a high-risk for multiple sclerosis: a 
descriptive study. Lancet Neurol 2006; 5: 924-931. 

Bártulos Iglesias, M., Marzo Sola, M. E., Estrella Ruiz, L. A., y cols. 
Epidemiological study of multiple sclerosis in La Rioja. Neurologia 2014. 
DOI: 10.1016/j.nrl.2014.04.016 

Baumann, C. R., Mignot, E., Lammers, G. J., y cols. Challenges in 
diagnosing narcolepsy without cataplexy: a consensus statement. Sleep 
2014; 37: 1035-1042. 

Bayram, B., Sonmez, R., Bozari, S., y cols. The association between 
development and progression of multinodular goiter and thyroid-
stimulating hormone receptor gene D727E and P52T polymorphisms. 
Genet Test Mol Biomarkers 2013; 17 (2): 109-114. 

Becker, K. G., Simon, R. M., Bailey-Wilson, J. E., y cols. Clustering of 
non-major histocompatibility complex susceptibility candidate loci in 
human autoimmune diseases. Proc Natl Acad Sci USA, 1998, 95: 9979-
9984. 

Billiard, M., Pasquie-Magnetto, V., Heckman, M., y cols. Family studies in 
narcolepsy. Sleep 1994; 17: S54-59. 

Blank, M., Barzilai, O., y Shoenfeld, Y. Molecular mimicry and auto-
immunity. Clin Rev Allergy Immunol 2007; 32: 111-118. 

Bouzid, D., Kammoun, A., Amouri, A., y cols. Inflammatory bowel 
disease: susceptibility and disease heterogeneity revealed by human 
leukocyte antigen genotyping. Genet Test Mol Biomarkers 2012; 16: 
482-487. 

Bønnelykke, K., Matheson, M. C., Pers, T. H., y cols. Meta-analysis of 
genome-wide association studies identifies ten loci 

 influencing allergic sensitization. Nat Genet 2013; 45 (8): 902-906. 

Broder, I., Higgins, M. W., Mattheus, K. P., y cols. Epidemiology of 
asthma and allergic rhinitis in a total community. J Allergy Clin Immunol 
1974; 53: 127-138. 

Brooks, S., y Guilleminault, Ch. New insights in the pathogenesis and 
treatment of narcolepsy. Curr Opin Pulm Med 2001; 7: 407-410. 



144 

 

Broughton, R., Dunham, W., Weisskopf, M., y cols. Night sleep does not 
predict day sleep in narcolepsy. Electroencephalogr Clin Neurophysiol 
1994; 91: 67-70. 

Capon, F., Trembath, R. C., y Barker, J. N. An update on the genetics of 
psoriasis. Dermatol Clin 2004; 22: 339-347. 

Carskadon, M. A., Dement, W. C., Mitler, M. M., y cols. Guidelines for the 
multiple sleep latency test (MSLT): a standard measure of sleepiness. 
Sleep 1986; 9: 519-524. 

Cervera, R., Doria, A., Amoura, Z., y cols.  Patterns of systemic lupus 
erythematosus expression in Europe. Autoimmun Rev 2014; 13: 621-
629. 

Ciobanu, L., Pascu, O., Iobagiu, S., y cols. Unknown complicated celiac 
disease as an unexpected finding in patients investigated with capsule 
endoscopy for Crohn's disease. A case series. J Gastrointestin Liver 
Dis 2013 Mar; 22 (1): 97-100. 

Cohn, A., Sofia, A. M., y Kupfer, S. S. Type 1 diabetes and celiac 
disease: clinical overlap and new insights into disease pathogenesis. 
Curr Diab Rep 2014 Aug; 14 (8): 517. DOI: 10.1007/s11892-014-0517-
x. 

Corrales, J. J., Orfao, A., Miralles, J. M., y cols. Immunological features 
of sporadic multinodular goiter. Clin Investig 1993; 71 (7): 552-558. 

Cutolo, M.  Autoimmune polyendocrine síndromes. Autoimmun Rev 
2014; 13 (2): 85-89. 

Cvetkovic-Lopes, V., Bayer, L., Dorsaz, S., y cols. Elevated Tribbles 
homolog 2-specific antibody levels in narcolepsy patients. J Clin Invest 
2010; 120: 713-719. 

Chervin, R. D., y Aldrich, M. S. Sleep onset REM periods during multiple 
sleep latency tests in patients evaluated for sleep apnea. Am J Respir 
Crti Care Med 2000; 161: 426-431. 

Dahmen, N., y Tonn, P. Season of birth effect in narcolepsy. Neurology 
2003; 61: 1016-1017. 

Damoiseaux, J. G., Tervaert, J. W. The definition of autoimmune 
disease: are the Koch’s postulates applicable? Neth J Med 2002; 60: 
266-268. 

Dauvilliers, Y., Carlander, B., Molinari, N., y cols. Month of birth as a risk 
factor for narcolepsy. Sleep 2003a; 26: 663-665. 



145 

 

Dauvilliers, Y., Baumann, C. R., Carlander, B., y cols. CSF hypocretin-1 
levels in narcolepsy, Kleine-Levin síndrome, and other hypersomnias 
and neurological conditions. J Neurol Neurosurg 2003b; 74: 1667-1673. 

Dauvilliers, Y., Montplaisir, J., Cochen, V., y cols. Post-H1N1 narcolepsy-
cataplexy. Sleep 2010; 33: 1428-1430. 

De la Herrán-Arita, A. K., y García-García, F. Narcolepsy as an immune-
mediated disease. Sleep Disord, 2014. DOI: 10.1155/2014/792687  

De Lecea, L., Kilduff, T. S., Peyron, C., y cols. The hypocretins: 
hypothalamus-specific peptides with neuroexcitatory activity. Proc Natl 
Acad Sci USA 1998; 95: 322-227. 

Deng, Y., y Tsao, B. P. Genetic susceptibility to systemic lupus 
erythematosus in the genomic era. Nat Rev Rheumatol 2010; 6: 683-
692. 

Deng, Y., y Tsao, B. P. Advances in lupus genetics and epigenetics. Curr 
Opin Rheumatol 2014; 26:482-492. 

Dold, S., Wjst, M., von Mutius, E., y cols. Genetis risk for asthma, allergic 
rhinitis and atopic dermatitis. Arch Dis Child 1992; 67 (8): 1018-1022. 

Dolmans, G. H., Werker, P. M., de Jong, I. J., y cols. WNT2 locus is 
involved in genetic susceptibility of Peyronie's disease. J Sex Med 
2012; 9 (5): 1430-1434. 

Donjacour, C. E., Fronczek, R., LE Cessie, S., y cols. Month of birth is 
not a risk factor for narcolepsy with cataplexy in the Netherlands. J 
Sleep Res 2011; 20: 522-525. 

Dorman, J., y Bunker, C. H. HLA-DQ locus of the human leukocyte 
antigen complex and type 1 diabetes mellitus: a huge review. 
Epidemiologic Reviews 2000; 22: 218-227. 

Dyment, D. A., Ebers, G. C., y Sadovnick, A. D. Genetics of multiple 
sclerosis. Lancet Neurol 2004; 3: 104-110. 

Eaton, W. W., Rose, N. R., Kalaydjian, A., y cols. Epidemiology of 
autoimmune diseases in Denmark. J Autoinm 2007; 29: 1-9. 

Ekbom, K. Familial multiple sclerosis associated with narcolepsy. Arch. 
Neurol., 1966, 15: 337-344. 

Faraco, J., Lin, L., Kornum, B., y cols. ImmunoChip study implicates 
antigen presentation to T cells in narcolepsy. PLoS Genet 2013; 9: 
e1003270. DOI: 10.1371/journal.pgen.1003270 



146 

 

Fellner, A., Dano, M., Regev, K., y cols. Multiple sclerosis is associated 
with psoriasis. A case-control study. J Neurol Sci 2014; 338: 226-228. 

Ferrándiz, C., Carrascosa, J. M., y Toro, M. Prevalence of psoriasis in 
Spain in the age of biologics. Actas Dermosifiliogr 2014; 105 (5): 504-
509. 

Flier, J. S., Kahn, C. R., Roth, J., y cols. Antibodies that impair insulin 
receptor binding in an unusual diabetic syndrome with severe insulin 
resistance. Science 1975; 190 (4209): 63-65. 

Fogdell, A., Hillbert, J., Sachs, C., y cols. The multiple sclerosis- and 
narcolepsy-associated HLA class II haplotype includes the DRB5*0101 
allele Tissue Antigens 1995; 46: 333-336. 

Folkerts, M., Rosenthal, L., Roehrs, T., y cols. The reliability of the 
diagnostic features in patients with narcolepsy. Biol Psychiatry 1996; 
40: 208-214. 

Friedmann, P. S., y Pickard, C. Contact hypersensitivity: quantitative 
aspects, susceptibility and risk factors. EXS 2014; 104: 51-71. 

García, M. D., Acuña, M. D., Asensio, J., y cols. Prevalencia de la 
enfermedad celiaca en donantes de sangre de la Comunidad de 
Madrid. Rev Esp Enferm Dig 2007; 99: 337-342. 

García-Herola, A., Nos, P., Hinijosa, J., y cols. HLA antigens and anti-
neutrophil cytoplasmic antibodies (ANCA) in inflammatory bowel 
disease. Rev Esp Enferm Dig 2003; 95 (11): 760-4, 755-759. 

Gaus, S. E., Strecker, R. E., Tate, B. A., y cols. Ventrolateral preoptic 
nucleus contains sleep-active, galaninergic neurons in multiple 
mammalian species. Neuroscience 2002; 115: 285-294. 

Gledhill, R. F., Bartel, P. R., Yoshida, Y., y cols. Narcolepsy caused by 
acute disseminated encephalomyelitis. Arch Neurol 2004; 61: 758-760. 

Gleicher, N., y Barad, D. H. Gender as risk factor for autoinmune 
diseases. J Autoimmun 2007; 28: 1-6. 

Grupo ISAAC Español. Prevalencia de síntomas sugestivos de rinitis 
alérgica y de dermatitis atópica en adolescentes (Estudio ISAAC 
España). Anales Españoles de Pediatría 1999; 51: 369-376. 

Guilleminault, C., Mignot, E., y Grumet, F. C. Familial patterns of 
narcolepsy. Lancet 1989; 2: 1376-1379. 



147 

 

Guilleminault, C., y Cao, M. T. Narcolepsy: diagnosis and management. 
Principles and Practice of Sleep Medicine, 5th Edition. © Ed. Saunders, 
2011. 

Hagan, J., Leslie, R., Patel, S., y cols. Orexin activates locus coeruleus 
cell firing and increases arousal in the rat. Proc Natl Acad Sci USA 
1999; 96: 10911-10916. 

Hallmayer, J., Faraco, J., Lin, L., y cols. Narcolepsy is strongly 
associated with the T-cell receptor alpha locus. Nat Genet 2009; 41: 
708-711. 

Han, F., Lin, L., Warby, S. C., y cols. Narcolepsy onset is seasonal and 
increased following the H1N1 pandemic in China. Annals of Neurology 
2011; 70: 410-417. 

Harsh, J., Peszka, J., Hartwig, G., y cols. Night-time sleep and daytime 
sleepiness in narcolepsy. J Sleep Res 2000; 9: 309-316. 

Hayter, S. M., y Cook, M. C. Updated assesment of the prevalence, 
spectrum and case definition of autoinmune disease. Autoimmun Rev 
2012; 11: 754-765. 

Henderson, R. D., Bain, C. J., Pender, M. P. The occurrence of 
autoimmune diseases in patients with multiple sclerosis and their 
families. J Clin Neurosci 2000; 7: 434–437. 

Hong, S. C., Lin, L., Lo, B., y cols. DQB1*0301 and DQB1*0601 
modulate narcolepsy susceptibility in Koreans. Hum Immunol 2007; 68: 
59-68. 

Hor, H., Kutalik, Z., Dauvilliers, Y., y cols. Genome-wide association 
study identifies new HLA class II haplotypes strongly protective against 
narcolepsy. Nat Genet 2010; 42: 786-790. 

Hor, H., Bartesaghi, L., Kutalik, Z., y cols. A missense mutation in myelin 
oligodendrocyte glycoprotein as a cause of familial narcolepsy with 
cataplexy. Am J Hum Genet, 2011, 89: 474-479. Erratum in: Am J Hum 
Genet 2012, 91: 396. 

Hublin, C., Kaprio, J., Partinen, M., y cols. The Ullanlinna Narcolepsy 
Scale: validation of a measure of symptoms in the narcoleptic 
síndrome. J Sleep Res 1994; 3: 52-59. 

Hungs, M., Fan, K., Lin, L., y cols. Identification and functional analysis of 
mutations in the hypocretin (orexin) genes of narcoleptic canines. 
Genome Res 2001; 11: 531-539. 



148 

 

Invernizzi, P. The X cromosome in female-predominant autoimmune 
diseases. Ann N Y Acad Sci 2007; 1110: 57-64. 

lonescu, L., Stefănescu, C., Dănilă, R., y cols. Myasthenia gravis 
associated with thymoma and toxic multinodular goiter. A case report. 
Rev Med Chir Soc Med Nat Iasi 2012; 116 (2): 540-544. 

Ito, T., Meyer, K. C., Ito, N., y cols. Immune privilege and the skin. Curr 
Dir Autoimmun 2008; 10: 27-52. 

Izquierdo-Vicario, Y., Ramos-Platón, M. J., Conesa-Pareja, D., y cols. 
Epworth Sleepiness Scale in a Sample of the Spanish Population. 
Sleep 1997; 20: 676-677. 

Jacobson, D. L., Gange, S. J., Rose, N. R., y cols. Epidemiology and 
estimated population burden of selected autoimmune diseases in the 
United States. Clin Immunol Immunopathol, 1997, 84: 223-243. 

Jansson, R., Karlsson, A., y Forsum, U. Intrathyroidal HLA-DR 
expression and T lymphocyte phenotypes in Graves' thyrotoxicosis, 
Hashimoto's thyroiditis and nodular colloid goitre. Clin Exp Immunol 
1984; 58 (2): 264-272. 

Jansson, L., y Holmdahl, R. Estrogen-mediated immunosupression in 
autoimmune diseases. Inflam Res 1998; 47: 290-301. 

Jara, L. J., Navarro, C., Brito-Zerón, M., y cols. Thyroid disease in 
Sjögren's síndrome. Clin Rheumatol. 2007; 26 (10): 1601-1606. 

Jennum, P., Ibsen, R., Petersen, R., y cols. Health, social and economic 
consequences of narcolepsy: a controlled national study evaluating the 
societal effect on patients and their partners. Sleep Med 2012; 13: 
1086-1093. 

Jeong, J. H., Hong, S. C., Shin, Y. K., y cols. HLA-DQB1 allele and 
hypocretin in Korean narcoleptics with cataplexy. J Korean Med Sci 
2007; 22: 127-131. 

Joda, H., Beni, V., Alakulppi, N., y cols. Medium-high resolution 
electrochemical genotyping of HLA-DQ2/DQ8 for detection of 
predisposition to coeliac disease. Anal Bioanal Chem 2014; 406 (12): 
2757-2769. 

John, M. L., Hitzler, W., y Scharrer, I. The role of human leukocyte 
antigens as predisposing and/or protective factors in patients with 
idiopathic thrombotic thrombocytopenic purpura. Ann Hematol 2012; 91 
(4): 507-510.  



149 

 

Johns, M. W. A New Method for Measuring Daytime Sleepiness: The 
Epworth Sleepiness Scale. Sleep 1991; 14: 540-545. 

Johns, M. W. Reliability and Factor Analysis of the Epworth Sleepiness 
Scale. Sleep 1992; 15: 376-381. 

Johns, M. W. Sleepiness in Different Situations Measured by the Epworth 
Sleepiness Scale. Sleep 1994; 17: 703-710. 

Johns, M. W. Sensitivity and specificity of the multiple sleep latency test 
(MSLT), the maintenance of wakefulness test and the Epworth 
sleepiness scale: Failure of the MSLT as a gold standard. J Sleep Res 
2000; 9: 5-11. 

Jones, Y. E., Fugger, L., Strominger, J. L., y cols. MHC class II proteins 
and disease: a structural perspective. Nat Rev Immunol 2006; 6: 271-
282. 

Juji, T., Satake, M., Honda, Y., y Doi, Y. HLA antigens in Japanese 
patients with narcolepsy. All patients were DR2 positive. Tissue 
Antigens 1984; 24: 316-319. 

Kadotani, H., Faraco, J., y Mignot, E. Genetic studies in the sleep 
disorder narcolepsy. Genome Res 1998; 8: 427-434. 

Kanbayashi, T., Gotom A., Hishikawa, Y., y cols. Hypersomnia due to 
acute disseminated encephalomyelitis in a 5-year-old girl. Sleep Med 
2001; 2: 347-350. 

Kanbayashi, T., Shimohata, T., Nakashima, I., y cols. Symptomatic 
narcolepsy in patients with neuromielitis optica and multiple sclerosis: 
new neurochemical and immunological implications. Arch Neurol 2009; 
66: 1563-1566. 

Kanbayashi, T., Sagawa, Y., Takemura, F., y cols. The pathophysiologic 
basis of secondary narcolepsy and hypersomnia. Curr Neurol Nurosci 
Rep 2011; 11: 235-241. 

Kappelman, M. D., Galanko, J. A., Porter, C. Q., y cols. Association of 
paediatric inflammatory bowel disease with other immune-mediated 
diseases. Arch Dis Child 2011; 96 (11): 1042-1046. 

Katzav, A., Arango, M. T., Kivity, S., y cols. Passive transfer of 
narcolepsy: anti-TRIB2 autoantibody positive patient IgG causes 
hypothalamic orexin neuron loss and sleep attacks in mice. Journal of 
Autoinmunity 2013; 45: 24-30. 



150 

 

Kawanishi, K., Kawamura, K., Nishina ,Y., y cols. Successful 
immunosuppressive therapy in insulin resistant diabetes caused by anti-
insulin receptor autoantibodies. J Clin Endocrinol Metab 1977; 44: 15-
21. 

Kim, D. S., Kim, D. H., Lee, H., y cols. A genome-wide association study 
in Koreans identifies susceptibility loci for allergic nickel dermatitis. Int 
Arch Allergy Immunol 2013; 162: 184-186. 

Kiyohara, C., Tanaka, K., y Miyake, Y. Genetic susceptibility to atopic 
dermatitis. Allergol Int 2008; 57(1): 39-56.  

Knecht, C. D., Oliver, J. E., Redding, R., y cols. Narcolepsy in a dog and 
a cat.  J Am Vet Med Assoc 1973; 162: 1052-1053. 

Knudsen, S., Jennum, P. J., Alving, J., y cols. Validation of the ICSD-2 
criteria for CSF hypocretin-1 measurements in the diagnosis of 
narcolepsy in the Danish population. Sleep 2010; 33: 169-176. 

Kobak, S., y Saraçoğlu, M. Peyronie's disease in a patient with primary 
Sjögren's syndrome. Int J Rheum Dis 2014; 17 (1): 116-117. 

Koepsell, T. D., Longstreth, W. T., Ton, T. G. Medical exposures in youth 
and the frequency of narcolepsy with cataplexy: a population-based 
case-control study in genetically predisposed people. J Sleep Res 
2010; 19: 80-86. 

Kornum, B., Kawashima, M., Faraco, J., y cols. Common variants in 
P2RY11 are associated with narcolepsy. Nat Genet 2011; 43: 66-71. 

Kushida, C. A., Littner, M. D., Morgenthaler, T., y cols. Practice 
Parameters for the Indications for Polysomnography and Related 
Procedures: An Update for 2005. Sleep 2005; 28: 499-519. 

Langdon, N., Welsh, K. L., Van Dam, M., y cols. Genetic Markers in 
narcolepsy. Lancet 1984: 2: 1178-1180. 

Lascelles, R. G., Mohr, P. D., y Peart, I. Unilateral cataplexy associated 
with systemic lupus erythematosus. J Neurol Neurosurg Psychiatr 1976; 
39: 1023-1026. 

Lecendreux, M., Maret, S., Bassetti, C., y cols. Clinical efficacy of high-
dose intravenous immunoglobulins near the onset of narcolepsy in a 
10-year-old boy. J Sleep Res 2003; 12: 347-348. 

Leung, T. F., Ko, F. W., Sy, H. Y., y cols. Differences in asthma genetics 
between Chinese and other populations. J Allergy Clin Immunol 2014; 
133: 42-48. 



151 

 

Li, X, Ampleford, E. J., Howard, T. D., y cols. Genome-wide association 
studies of asthma indicate opposite immunopathogenesis direction from 
autoimmune diseases. J Allergy Clin Immunol 2012; 130: 861-8.e7. 
DOI: 10.1016/j.jaci.2012.04.041 

Lim, W. Antiphospholipid síndrome. Hematology / Am Soc Hematol Educ 
Program 2013; 2013: 675-80. DOI: 10.1182/asheducation-2013.1.675 

Lin, L., Faraco, J., Li, R., y cols. The sleep disorder canine narcolepsy is 
caused by a mutation in the hypocretin (orexin) receptor 2 gene. Cell 
1999; 98: 365-376. 

Lin, L., Hungs, M., y Mignot, E. Narcolepsy and the HLA region. J 
Neuroimmunol 2001; 117: 9-20. 

Littner, M. R., Kushida, C., Wise, M., y cols. Practice parameters for 
clinical use of the Multiple Sleep Latency Test and the Maintenance of 
Wakefulness Test. Sleep 2005; 28: 113-121. 

Lodi, R., Tonon, C., Vignatelli, L., Lotti, S., y cols. In vivo evidence of 
neural loss in the hypothalamus of narcoleptic patients. Neurology 
2004; 63: 1513-1515. 

Lombardi, M. L., Pirozzi, G., Luongo, V., y cols.  Crohn disease: 
susceptibility and disease heterogeneity revealed by HLA genotyping. 
Hum Immunol 2001; 62 (7): 701-704. 

Longstreth, W. T., Koepsell, T. D., Ton, T. G., y cols. The epidemiology 
of narcolepsy. Sleep 2007; 30: 13-26. 

López-Serrano, P., Pérez-Calle, J. L., Carrera-Alonso, E., y cols. 
Epidemiologic study on the current incidence of inflammatory bowel 
disease in Madrid. Rev Esp Enferm Dig 2009; 101: 768-772. 

López-Serrano, P., Pérez-Calle, J. L., y Fernández-Rodríguez, C. 
Ulcerative colitis in Madrid, Spain: current management. Inflamm Bowel 
Dis 2010; 16: 1826-1827. 

Luca, G., Haba-Rubio, J., Dauvulliers, Y., y cols. Clinical, 
polysomnographic and genome-wide association analyses of 
narcolepsy with cataplexy: a European Narcolepsy Network study. J 
Sleep Res 2013. DOI: 10.1111/jsr.12044 

Lugović, L., y Lipozencić, J. Are respiratory allergic diseases related to 
atopic dermatitis? Coll Antropol 2000; 24 (2): 335-345. 



152 

 

Martínez-Orozco, F. J., Vicario, J. L., Villalibre-Valderrey, y cols. 
Narcolepsy with cataplexy and comorbid immunopathological diseases. 
J Sleep Res 2014; 23: 414-419. DOI: 10.1111/jsr.12143 

Martins-da-Silva, A., Lopes, J., Ramalheira, J., y cols. Uitlidad de la 
caracterización genética de la narcolepsiqa y la hipersomnia en la 
definición del fenotipo: estudio en pacientes portugueses. Rev Neurol 
2014; 58: 49-54. 

Mayer, G., y Lammers, G. J. The MSLT: more objections than benefits as 
a diagnostic gold standard? Sleep 2014; 37: 1027-1028. 

McGrogan, A., Seaman, H. E., Wright, J. W., y cols. The incidence of 
autoimmune thyroid disease: a systematic review of the literature. Clin 
Endocrinol 2008; 69 (5): 687-696. 

Mehrdad, M., Mansour-Ghanaei, F., Mohammadi, F., y cols. Frequency 
of celiac disease in patients with hypothyroidism. J Thyroid Res 2012; 
2012:201538. DOI: 10.1155/2012/201538 

Mignot, E., Lin, X., Arrigoni, J., y cols. DQB1*0602 and DQA1*0102 
(DQ1) are better markers than DR2 for narcolepsy in Caucasian and 
black American. Sleep 1994; 17: S60-67. 

Mignot, E., Hayduk, R., Black, J., y cols. DQB1*0602 is associated with 
cataplexy in 509 narcoleptic patients. Sleep 1997; 20: 1012-1020. 

Mignot, E. Genetic and familial aspects of narcolepsy. Neurology 1998; 
50: S16-S22. 

Mignot, E., Young, T., Lin, L., y cols. Nocturnal sleep and daytime 
sleepiness in normal subjects with HLA-DQB1*0602. Sleep 1999; 22: 
347-352. 

Mignot, E., Lin, L., Rogers, W., y cols. Complex HLA-DR and -DQ 
interactions confer risk of narcolepsy-cataplexy in three ethnic groups. 
Am J Hum Genet 2001; 68: 686-699. 

Mignot, E., Lammers, G. J., Ripley, B., y cols. The role of cerebrospinal 
fluid hypocretin measurement in the diagnosis of narcolepsy and other 
hypersomnias. Arch Neurol 2002; 59: 1553-1562. 

Mignot, E., Lin, L., Finn, L., y cols. Correlates of sleep-onset REM 
periods during the multiple sleep latency test in community adults. Brain 
2006; 129: 1609-1623. 

Mitler, M. M., Boysen, B. G., Campbell, L., y cols. Narcolepsy-cataplexy 
in a female dog. Exp Neurol 1974; 45: 332-340. 



153 

 

Miyagawa, T., Kawashima, M., Nishida, N., y cols. Variant between 
CPT1B and CHKB associated with susceptibility to narcolepsy. Nat 
Genet 2008; 40: 1324-1328. 

Morrison, I., Buskova, J., Nevsimalova, S., y cols. Diagnosing narcolepsy 
with cataplexy on history alone: challenging the International 
Classification of Sleep Disorders (ICSD-2) criteria.  Eur J Neurol 2011; 
18: 1017-1020. 

Moruzzi, G. y Magoun, H.W. Brain stem reticular formation and activation 
of the EEG. Electroencephalogr Clin Neurol 1949; 1: 455-472. 

MPA. Occurrence of narcolepsy with cataplexy among children and 
adolescents in relation to the H1N1 pandemic and Pandemrix 
vaccinations - Results of a case inventory study by the MPA in Sweden 
during 2009-2010. MPA 2011; 1: 1-20. 

Musa, M. Immune mechanism: a “double-edge sword”.  Malays J Med 
Sci 2013; 20: 61-67. 

Myers, R. A., Scott, N. M., Gauderman, W. J., y cols. Genome-wide 
interaction studies reveal sex-specific asthma risk alleles. Hum Mol 
Genet 2014. pii: ddu222 

National Institutes of Health. Autoimmune Diseases Coordinating 
Committee: Autoimmune Diseases Research Plan. National Institutes of 
Health, 2005. 

Nevsimalova, S., Pisko, J., Buskova, J., y cols. Narcolepsy: clinical 
differences and association with other sleep disorders in different ethnic 
groups. J Neurol 2013; 260: 767-775. 

Nickoloff, B. J., Qin, J. Z., y Nestle, F. O. Immunopathogenesis of 
psoriasis. Clin Rev Allergy Immunol 2007; 33: 45-56. 

Nishino, S., Ripley, B., Overeem, S., y cols. Hypocretin (orexin) 
deficiency in human narcolepsy. Lancet 2000; 355: 39-40. 

Nishino, S., Ripley, B., Overeem, S., y cols. Low cerebrospinal fluid 
hypocretin (orexin) and altered energy homeostasis in human 
narcolepsy. Ann Neurol 2001; 50: 381-388. 

Nishino, S., y Kanbayashi, T. Symptomatic narcolepsy, cataplexy and 
hypersomnia, and their implications in the hypothalamic 
hypocretin/orexin system. Sleep Med Rev 2005; 9: 269-310. 

Nishino, S. Clinical and neurobiological aspects of narcolepsy. Sleep 
Med 2007; 8: 373-399. 



154 

 

Nohynek, H., Jokinen, J., Partinen, M., y cols. AS03 adjuvanted H1N1 
vaccine associated with an abrupt increase in the incidence of 
childhood narcolepsy in Finland. PloS One 2012; 7(3):e33536. DOI: 
10.1371/journal.pone.0033536 

Nugteren, H. M., Nijman, J. M., de Jong, I. J., y cols. The association 
between Peyronie's and Dupuytren's disease. Int J Impot Res. 2011; 23 
(4): 142-145. 

Ohayon, M. M., Priest, R., Caulet, M., y cols. Hypnagogic and 
hypnopompic hallucinations: pathological phenomena? Br J Psychiatry 
1996; 169: 459-467. 

Ohayon, M. M., Zulley, J., Guilleminault, C., y cols. Prevalence and 
pathologic associations of sleep paralysis in the general population. 
Neurology 1999; 52: 1194. 

Ohayon, M. M., Priest, R. G., Zulley, J., y cols. Prevalence of narcolepsy 
symptomatology and diagnosis in the European general population. 
Neurology, 2002, 58: 1826-1833. 

Okun, M. L., Lin, L., Pelin, Z.,y cols. Clinical aspects of narcolepsy-
cataplexy across ethnic groups. Sleep 2002; 25: 27-35. 

Orellana, C., Willemin, E., Tafti, M., y cols. Life events in the year 
preceding the onset of narcolepsy. Sleep 1994; 17: S50-53. 

Overeem, S., Mignot, E., Van Dijk, J. G., Lammers, G.J. Narcolepsy: 
clinical features, new pathophysiologic insights and future perspectives. 
Journal of Clinical Neurophysiology 2001; 18: 78-105. 

Overeem, S., Scammell, T. E. y Lammers, G. J. Hypocretin/orexin and 
sleep: implications for the pathophysiology and diagnosis of narcolepsy. 
Curr Opin Neurol 2002; 15: 739-745. 

Overeem, S., Reijntjes, R., Huyser, W., y cols. Corticospinal excitability 
during laughter: implications for cataplexy and the comparison with 
REM sleep atonia. J Sleep Res 2004; 13: 257-264. 

Overeem, S., Black, J. L., Lammers, G.J. Narcolepsy: immunological 
aspects. Sleep Medicine Reviews 2008; 12: 95-107. 

Overeem, S., van Nues, S. J., van der Zande, G. J., y cols. The clinical 
features of cataplexy: a questionnaire study in narcolepsy with and 
without hypocretin-1 deficiency. Sleep Med 2011; 12: 12-18. 

Pablos, J. L., Del Rincón, E., Francisco, F., y cols. Narcolepsy in 
systemic lupus erythematosus. J Rheumatol 1993; 20: 375-376. 



155 

 

Park, H., Ahn, K., Park, M. H., y cols. The HLA-DRB1 Polymorphism is 
Associated with Atopic Dermatitis, but not Egg Allergy in Korean 
Children. Allergy Asthma Immunol Res 2012; 4: 143-149. 

Peraita-Adrados, R., López-Esteban, P., García-Peñas, J. J., y cols. 
Narcolepsy-cataplexy induced by a cow milk oral immunotherapy 
protocol? Sleep Med, 2011; 12: 730-731. 

Peraita-Adrados, R., Lammers, G. J., De Andrés, C., y cols. A patient 
with narcolepsy with cataplexy and multiple sclerosis: two different 
diseases that may share pathophysiologic mechanisms? Sleep Med, 
2013, 14: 695-696. 

Peyron, C., Tighe, D. K., Van den Pol, A. N., y cols. Neurons containing 
hypocretin (orexin) project to multiple neuronal systems. J Neurosci 
1998; 18: 9996-10015. 

Plazzi, G., Serra, L., y Ferri, R. Nocturnal aspects of narcolepsy with 
cataplexy. Sleep Medicine Reviews 2008; 12: 109-128. 

Portelli, M. A., Hodge, E., y Sayers, I. Genetic risk factors for the 
development of allergic disease identified by genome wide association. 
Clin Exp Allergy 2014. DOI: 10.1111/cea.12327 

Puig, L., Julià, A., y Marsal S. The Pathogenesis and Genetics of 
Psoriasis. Actas Dermosifiliogr 2014; 105 (6): 535-545. 

Quinto, C., Danielsson, I., Gellido, Ch., y cols.  Brainstem 
hyperexcitability during cataplexy. J Clin Neurophysiol 2005; 22: 275-
278. 

Raterman, H. G., van Halm, V. P., Voskuyl, A. E., y cols. Rheumatoid 
arthritis is associated with a high prevalence of hypothyroidism that 
amplifies its cardiovascular risk. Ann Rheum Dis 2008; 67 (2): 229-232. 

Rechtschaffen, A., y Kales, A. A manual of standardized terminology, 
techniques and scoring system for sleep stages of human subject. 
Washington DC: National Institute of Health, Publication 204. 
Government Printing Office, 1968. 

Rashid, T., Wilson, C., y Ebringer, A. The link between ankylosing 
spondylitis, Crohn's disease, Klebsiella, and starch consumption. Clin 
Dev Immunol 2013; 2013: 872632. DOI: 10.1155/2013/872632. 

Ríos, A., Rodríguez, J. M., Moya, M. R., y cols. Estudio de los alelos 
HLA-C en el bocio multinodular. Cir Esp 2003; 74 (6): 334-339. 



156 

 

Ripley, B., Overeem, S., Fujiki, N., y cols. CSF Hypocretin/orexin levels 
in narcolepsy and other neurological conditions. Neurology 2001; 57: 
2253-2258. 

Roehrs, T., y Roth, T. Multiple Sleep Latency Test: technical aspects and 
normal values. J Clin Neurophysiol 1992; 9: 63-67. 

Romero, J. M. Primary autoimmune hypothyroidism in patients with 
pernicious anemia. Rev Clin Esp 2010; 210 (6): 311-312. 

Rompel, R., Mueller-Eckhardt, G., Schroeder-Printzen, I. y cols. HLA 
antigens in Peyronie's disease. Urol Int 1994; 52 (1): 34-37. 

Rose, N. R., y Bona, C. Defining criteria for autoimmune diseases 
(Witebsky’s postulates revisited). Immunol Today 1993; 14: 426-430. 

Sakurai, T., Amemiya, A., Ishii, M., y cols. Orexins and orexin receptors: 
a family of hypothalamic neuropeptides and G protein-coupled 
receptors that regulate feeding behavior. Cell 1998; 92: 573-585. 

Salemi, S., y D’Amelio, R. Could autoimmunity be induced by 
vaccination? Int Rev Immunol 2010; 29: 247-269. 

Sangla, I., Ceccaldi, M., y Poncet, M.. Recurrent idiopathic facial 
paralysis and other cranial nerve involvements in two members of a 
family. Rev Neurol (Paris) 1996; 152 (4): 291-293. 

Saper, C. B., Scammell, T. E. y Lu, J. Hypothalamic regulation of sleep 
and circadian rhythms. Nature 2005; 437: 1257-1263. 

Savilahti, E. M., Ilonen, J., Kiviniemi, M., y cols. Human leukocyte antigen 
(DR1)-DQB1*0501 and (DR15)-DQB1*0602 haplotypes are associated 
with humoral responses to early food allergens in children. Int Arch 
Allergy Immunol 2010; 152: 169-177. 

Savvidou, A., Knudsen, S., Olsson-Engman, M., y cols. Hypocretin 
deficiency develops during onset of human narcolepsy with cataplexy. 
Sleep 2013; 36 (1): 147-148. 

Scola, B., Ramirez C., y Scola, E. Idiopathic recurrent facial palsy. Acta 
Otolaringol Esp 2004; 55: 343-345. 

Selmi, C. The worldwide gradient of autoimmune conditions. Autoimmun 
Rev 2010; 9: A247-250. 

Shaaban, H., Maroules, M. A rare case of gastric Crohn's disease 
associated with immune thrombocytopenic purpura. J Crohns Colitis 
2013; 7 (9): e401-402. 



157 

 

Sibbald, B., y Rink, E. Epidemiology of seasonal and perennial rhinitis. 
Clinical presentation and medical history. Thorax 1991; 46: 859-901. 

Sicherer, S. H., y Sampson, H. A. Food allergy: Epidemiology, 
pathogenesis, diagnosis, and treatment. J Allergy Clin Immunol 2014; 
133: 291-307. 

Siebold, C., Hansen, B., Wyer, J. R., y cols. Crystal structure of HLA-
DQ0602 that protects against type 1 diabetes and confers strong 
susceptibility to narcolepsy. PNAS 2004; 101: 1999-2004. 

Simmonds, M. J., Howson, J. M., Heward, J. M., y cols. A novel and 
major association of HLA-C in Grave´s disease that eclipses the 
classical HLA-DRB1 effect. Genetics 2007; 16: 2149-2153. 

Singh, S. M., Geroge, C. F., Kryger, M. H., y cols. Genetic heterogeneity 
in narcolepsy. Lancet 1990; 335: 726-727. 

Smith, P. P. Systemic lupus erythematosus: clinical presentations. 
Autoimmun Rev 2010; 10 (1):43-45. 

Somers, E. C., Thomas, S. L., Smeeth, L., y cols. Autoimmune diseases 
co-ocurring within individuals and within families. A systematic review. 
Epidemiology 2006; 17: 202-216. 

Somers, E. C., Thomas, S. L., Smeeth, L. y cols. Are individuals with an 
autoimmune disease at higher risk of a second autoimmune disorder? 
Am J Epidemiol 2009; 169: 749-755. 

Sommer, F., Schwarzer, U., Wassmer, G., y cols. Epidemiology of 
Peyronie’s disease. Int J Impotence Res 2002; 14: 379-383. 

Starzl, T. E., Taylor, C. W. y Magoun, H. W. Ascending conduction in 
reticular activating system, with special reference to the diencephalon. J 
Neurophysiol 1951; 14: 461-477. 

Strecker, R. E., Moriarty, S., Thakkar, M. M., y cols. Adenosinergic 
modulation of basal forebrain and preoptic/anterior hypothalamic 
neuronal activity in the control of behavioral state. Behav Brain Res 
2000; 115: 183-204. 

Sutcliffe, J. G., y de Lecea, L. The hypocretins: excitatory 
neuromodulatory peptides for multiple homeostatic systems, including 
sleep and feeding. J Neurosci Res 2000; 62: 161-168. 

Szymusiak, R., Alam, N., Steiniger, T. L., y cols. Sleep-waking discharge 
patterns of ventrolateral preoptic/anterior hypothalamic neurons in rats. 
Brain Res 1998; 803: 178-188. 



158 

 

Taddio, A., Maschio, M., Martelossi, S., y cols. Crohn's disease and 
Takayasu's arteritis: an uncommon association. World J Gastroenterol 
2013; 19: 5933-5935. 

Tafti, M., Hor, H., Dauvilliers, Y., y cols. DQB1 locus alone explains most 
of the risk and protection in narcolepsy with cataplexy in Europe.  J 
Sleep Res 2014: 37: 19-25. 

Torío, A., Sánchez-Guerrero, I. Muro, M., y cols. HLA class II genotypic 
frequencies in atopic asthma: association of DRB1*01-DQB1*0501 
genotype with Artemisia vulgaris allergic asthma. Hum Immunol 2003; 
64: 811-815. 

Tack, G., Verbeek, W., Schreurs, M., y cols. The spectrum of celiac 
disease: epidemiology, clinical aspects and treatment. Nat Rev 
Gastroenterol Hepatol 2010; 7: 204-213. 

Tandon, N., Zhang, L., y Weetman, A. P. HLA associations with 
Hashimoto's thyroiditis. Clin Endocrinol 1991; 34: 383-386. 

Terrell, D. R., Williams, L. A., Vesely, S. K., y cols. The incidence of 
thrombotic thrombocytopenic purpura-hemolytic uremic syndrome: All 
patients, idiopathic patients, and patients with severe ADAMTS-13 
deficiency. J Thromb Haemost 2005; 3: 1432-1436. 

Thannickal, T. C., Moore, R. Y., Nienhuis, R., y cols. Reduced number of 
hypocretin neurons in human narcolepsy. Neuron 2000; 27: 469-474. 

Thannickal, T. C., Siegel, J. M., Nienhuis, R. y Moore, R. Y. Pattern of 
hypocretin (orexin) soma and axon loss, and gliosis, in human 
narcolepsy. Brain Pathol 2003; 13: 340-351. 

Trotti, L. M., Staab, B. A., y Rye, D. B. Test-retest reliability of the 
multiple sleep latency test in narcolepsy without cataplexy and 
idiopathic hypersomnia. J Clin Sleep Med 2013; 9: 789-795. 

Van der Horst, I. E., Viesser, H., Hazes, J. M., y cols. HLA-DQ 
associated predisposition to and dominant HLA-DR-associated 
protection against rheumatoid arthritis. Human Immunology 1999; 60: 
152-158. 

Von Economo. Sleep as a problem of localization. J Nerv Ment Dis 1930; 
71: 249-259. 

Vrethem, M., Malmgrem, K., y Lindh, J. A patient with both narcolepsy 
and multiple sclerosis in association with Pandemrix vaccination. J 
Neurol Sci 2012; 321: 89-91. 



159 

 

Wang, M., Xing, Z. M., Yu, D. L., y cols. Association between HLA class 
II locus and the susceptibility to Artemisia pollen-induced allergic rhinitis 
in Chinese population. Otolaryngol Head Neck Surg 2004; 130:192-196. 

Weidinger, S., Willis-Owen, S., Kamatani, Y., y cols. A genome-wide 
association study of atopic dermatitis identifies loci with overlapping 
effects on asthma and psoriasis. Hum Mol Genet 2013, 22: 4841-4856. 

Yamanaka, A., Tsujino, N., Funahashi, H., y cols. Orexins activate 
histaminergic neurons via the orexin 2 receptor. Biochem Res Commun 
2002; 290: 1237-1245. 

Yamashita, H., Ueda, Y., Kawaguchi, H., y cols. Systemic lupus 
erythematosus complicated by Crohn's disease: a case report and 
literature review. BMC Gastroenterol 2012; 12:174. 

Yetiser, S., Satar, B., y Kazkayasi, M. Immunologic abnormalities and 
surgical experiences in recurrent facial nerve paralysis. Otol Neurotol 
2002; 23: 772-778. 

Youinou, P., Pers, J. O., Gershwin, M. E., y cols. Geo-epidemiology and 
autoimmunity. J Autoimmun 2012; 34: 163-167. 

Younger, D. S., Pedley, T. A., y Thorpy, M. J. Multiple sclerosis and 
narcolepsy: possible similar genetic susceptibility. Neurology 1991; 41: 
447-448. 

Zhang, Y., Davis, J. L., y Li, W. Identification of tribbles homolog 2 as an 
autoantigen in autoimmune uveitis by phage display. Mol Immunol 
2005; 42: 1275-1281. 


