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RLS IN NARCOLEPSY WITH CATAPLEXY

Restless Legs Syndrome is Frequent in Narcolepsy with Cataplexy Patients

Giuseppe Plazzi, MD'; Raffaele Ferri, MD?; Elena Antelmi, MD'; Sophie Bayard, PsyD, PhD?; Chrisfian Franceschini, PsyD, PhD'"; Filomena |I. Cosentino, MD?;
Beatriz Abrl, MD?; Karen Spruyt, PsyD, PhD*; Federica Provini, MD'; Pasquale Montagna, MD'; Yves Dauvilliers, MD?

. ) ] total RLS- RLS+ Logistic regression

TﬂblE E—ThE pr'I.I'H|EﬂEE Df RI-E In HE patlﬁﬂtﬁ mmpamd I""Ilth Eﬂﬂ?ﬂl Continuous variables n mean SD mean SD  adjustedR? P =
subjects. The odds rafio of the risk for RLS of NC pafients relafive fo  [_Aee. years 180 412 176 486 190 0016 005
. Weight, kg 174 809 158 858 208 0.005 NS

control subjects Is also reported. Height, m 173 17 01 17 01 0007 NS
Body mass index 173 275 48 279 54  -0.005 NS

RLS Epworth Sleepiness Scale 172 152 51 167 45 0007 NS

. . EDS age at onset, y 175 223 113 259 124 0.007 NS

Total RL3~ RL3+ | Prevalence,| #35% -95% Cataplexy age at onset, 171 253 120 302 133 0071 NS

10. Mo, o 0, ¢l CSF hypocretin, pgimL 38 450 890 530 749 0027 NS

' ' ' ' Serum iron, ng/mL 64 922 353 B51 162 0012 NS

HE PHtiEI'ltE. 154_ 15?’ El'lf -'M_ ?‘ ED E -'I|:|, |:| | Ferrin, ng/mL 4o TUAU  BE1 Tobo TUT XL Uuse s

- - . total RLS- RLS+ LogIstic regression

I:ﬂl‘]'t[‘ﬂ-' Eubjeﬂs 235 EEH. T 3|:| Ep[] 15 Categorical variables n %o % adjusted R2 P =
Sex (females) 184 222 376 0.007 NS

Ehi-square 16.931, P = 0.00001 Excessive daytime somnolence 178 934 96.3 -0.004 NS
Cataplexy 183 974 100.0 -0.002 NS

Odds ratio 55. Cl+95% 2 38-13.18 Sieep _pargrgmis 169 4573 697 oot 005
lial- 0 Automatic behaviors 132 618 T3 0007 NS

Peu famlllal ’ :’I.5’/0 , Treatment with modafinil 184 408 481 -0.003 NS
Formes modérées, pas d’effet sexe Treatment with SSR! 184 363 48.1 0002 NS
2 - 2 Treatment with sodium oxybate 184 64 T4 -0.005 NS
Age d’e debUt RLS 10 ans apres NC Treatment with other drugs 1684 159 18.5 -0.005 N3
Pas d’'effetdes TTT No treatment 184 129 192 0002 NS

ﬂﬂ:> SJRS comorbide ou secondaire (FDR Meis 1...) Sicep 2010
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PAIN SENsllew |N SLEEP NORMAL ADULTS gg:j;‘;ﬁg;{;?:gﬂ.j&ir;_sensiﬁuit;.f in sleepy pain-free normals. SLEEFP

Pain Sensitivity in Sleepy Pain-Free Normals

Bantu Samridhi Chhangani, MD; Timothy A. Roehrs, PhD; Erica J. Hams, BS; Maren Hyde, MS; Chnistopher Drake, PhO; David W. Hudgel, MD; Thomas Rath, PhD

Sleep Disorders & Research Center, Henry Ford Health System, Detroit, MI

Table 1—5tudy Group Demographics

Characteristics Sleepy  Non-sleepy
Women/Men 6/8 1073
Age (years) 26440 152241

Screening sleep effictency (%)  MT7£24% 830=103
Habitual time in bed (hours) 14313 7852006
MSLT mean sleep latency (minutes) 4.76£3.3% 12552350
Epworth Sleepiness Scale (E55) 387467 50021386

*P<0.001. MSLT = Multple sleep latency fest
All values above reflect mean and the standard deviation
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Figure 2—NMean finger withdrawal latency (sec) over the 5 stimu-
lus intensities for non-sleepy and sleepy participants on the morn-
ing (AM: 10:30) and afternoon (PM: 14:30) tests. Groups differed
on both tests: **P < 0.001; main effect of group and no group by
time of day interaction.




Frequency of Pain

(@)
(@)
|

~
o
!

(o))
o
!

33.3% of NC had pain at least monthly
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18.0% of Controls had pain at least monthly

Percentage
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20 16.4
10 -
0 _
Never 1-5 times during Monthly Weekly Daily
lifetime
BNC (n=66) B Controls (n=67) p<0.001

High correlation between to clinically-assessed Pain and Pain (SF36)
r=0.709% p<0.001 Dauvilliers et al Submitted
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Driginal Article

s obstructive sleep apnea a problem in Parkinson’s disease?

Valérie Cochen De Cock®®, Maher Abouda?, Smaranda Leu®®", Delphine Oudiette ¢, Emmanuel Roze?",

Marie Vidailhet P9, Thomas Similowski ©, Isabelle Arnulf®®-

Patients Controk Unselectad Sleepy Sleep measures Controls Unselected PD Sleepy FD
D D Mo, 50 50 50
Night-time sleep, min
No. &0 &0 50 Total sleep pericd 450 + 105 507 + 93 449 + 69'
Total sleep time 37677 347+ 108 336 =85
;lﬂﬂg ?ﬁ-‘“m ?ﬁ-] £58 %-?135 Wabefulness after sleep onset ~ 9061° 161488 117 273"
£x, % men .
Lat to,
Body mass index, kg/m? MT446  U5812 U845 Seeponset 0293 5245 .
Disease course, y MNA 6R+4.0 £2+51 REM sleep onset 100 + 54 146+ 111 116 £ 84
A : : h  Sleep stages, % total sleep time
Motor disability while treated, scorel  NA 168101 276160 Stage 247 425 12 414!
108 Stage 2 54+15 5914 49415'
Use of dopamine agonists, & NA 56.0 60.0 Stage 3-4 2113 1810 2711
Dopaminergic treatment, mg/day NA 5834367 79324237 | REMsleep 1748 19¢10 e
Use of benzodiazepine, ¥ 10 % 8 Sleep fragmentation with ‘
Use of antidepressant at bedtime, % u 8 A Eﬁf J[:;; movements/hr 23 ﬁg E f 1 'jf ?3 fi?
Mini-Mental State Examination, score[30  NA 82424 217%22  [Patients with O%A & a0 0 -
Epworth sleepiness scale, score(24 58+40° 9247 13247 | Apnea-hypopneajhr 23223 G 11 17 £ 16’
% sleepy patients, with score>10 ~ 12° 36 66* gg;‘;‘ﬂhﬂ . S o
Cardiovascular events,' % patients with 39 10 38 Central and mixed, ¥ 7 ;3? 18+ 31 9417

Minimum oxveEen saturation Bl+8 BER+ 8 B5*6



Original Article

Obstructive sleep apnea in narcolepsy

'| "
Gemma Sansa ', Alex Iranzo, Joan Santamaria*
Neurology Service, Hospital Clirdc, Insdrut d7Trvestigacid Biomédigues August B i Sunyer (TDIBAPS ), and Centro de Investisacon Biomédica en Red sobre

Enfermedades Neurodegenerativas (CIBERNED), Barcelona, Spain

Narcoleptics
(1=133)

AHI210
(=3

AHI <10
(=100)

Diagnosed only with
0SA

(n=10)

diagnosed

Narcolepsy and OSA

simultaneously

Sleep Medicine 11 (2010) 93-95

AHI = 10(n=133)

AHI <10 (n=100) P value

(n=23)
CPAP therapy | | Not treated CPAP therapy | | Not treated
(n=9) with CPAP (n=11) with CPAP
(n=1) (=12)
Noimprovent | | Sleep quality Mild EDS CPAPnot | | Noimprovemen Mild EDS CPAP not
inEDS improvement | | improvement [nlerated inEDS improvement nlerated
(n=4) (n=0) (n=) (n=1) (n=3) (n=1) (n=3)

2854157 (11-67)
25

4931154

2534 4)

Cataplexy (%)
ESS score at the time of

diagnosis of narcolepsy
Sleep efficiency in PSG (%)
Sleep latency in MSLT (min)
REM sleep latency in

MSLT (min)
SOREM periods in MSLT (n)

1848
18844

80.81138
21+2]
48126

31114

29426(0-9)
60/40
1544155
134448

78

174142
8481122
21117
481248

33114

0.000]
00063
0.0001
00368
06378
0152

0154
0.7755
0.7142

02421




BEuwr Respir J 2001 0; 36: 57 7583
Dl 10 118 300031036 001 746500
Copymight =ERS 2010

Ventilatory chemoresponsiveness,
Nnarcolepsy—cataplexy and human
leukocyte antigen DQB1*0602 status

F. Han*, E. Mignot™, Y.C. Wei*, S.X. Dong*, J. Li*, L. Lin™, P. An*, L. H. Wang™*,
J.S. Wang*, M.Z. He*, H.Y. Gao*, M. Li*, Z.C. Gao* and K.P. Strohl’

130 NC et 117 temoins:
Baisse de la réponse a I’hypoxie: Indépendante de AHI mais liée au HLA+
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METABOLIC ALTERATIONS IN NARCOLEPSY-CATAPLEXY

Body Mass Index-Independent Metabolic Alterations in Narcolepsy with Cataplexy

Francesca Poli, MD'; Giuseppe Plazzi, MD'; Guido Di Dalmazi, MD?; Danilo Ribichini, MD?; Valentina Vicennafi, MD*; Fabio Pizza, MD'";
Emmanuel Mignot, MD®; Pasquale Montagna, MD'; Renato Pasquali, MD?; Uberto Pagotto, MD?

Patients with NC Patients with |H Pvalue P value?

No. 14 14
Weight, kg 898+ 162 Tob+110 0.019
BMI, kg/m” 26+44 42+28 0.012 -
Waist circumference, cm 102 = 11 86 +8 <0.004 0.001
Waist-to-hip ratio 0.95+0.06 087 +0.04 0.003 NS
Adipose tissue, o
Total b7796.76 £ 1810160 4631115 £ 8666590  0.004 NS
Subcutaneous 41104 15+ 1034259 2786041 +b11044  0.003 NS
Visceral 2609261+ 99218 1845073 £ 320727  0.025 NS
Blood pressure, mm Hg
Systolic 139+ 16 128 £13 NS NS
Diastolic 86 + 11 76+10 0.043 NS

Clinostabic heart rate, bpm M+8 M7 NS NS



Patients with NC Fatients with |H Pvalue  Pvalue®
No. 14 14
Cholesterol, mg/dL
Total 201 =45 197 £ 37 0.016 NS
LOL 139 + 46 102+ 25 MS NS
HOL 3b = 11 2215 0.004 0.049
Tnglycerides, mg/dL 179 +64 112+ 37 0.008 NS
Glucose, mg/dL 804 +81 795+124 NS NS
Insulin, mcll/mL 113+£71 b8+33 0.047 NS
AUC glucose, mcU miLimin 22591 + 4110 223599 + 4661 NS NS
AUG insulin, mclU*mL/min 15965 + 12923 7919 + 3031 0.040 NS
GLUW/IRI B4+29 132+58 0.012 0.040
HOMA 22+14 1303 0.024 NS
HOMA, .. 20+£24 715+39 NS NS
QUICKI 033005 0.39 +0.04 0.008 NS
Leptin, ng/mL 78+42 39+22 0.003 NS

9/14 NC = 64.3% ont un Sd metabolique / 0 chez HI




Autonomic response to periodic leg movements
In sleep In narcolepsy-cataplexy

Heart rate Change (beats/min)
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Dauvilliers et al In press 2010



Excessive Daytime Sleepiness Is an Independent Risk
Indicator for Cardiovascular Mortality in
Community-Dwelling Elderly

The Three City Study

Jean-Philippe Empana. MD, PhD: Yves Dauvilliers, MD, PhD; Jean-Frangois Dartigues, MD, PhD:
Karen Ritchie, PhD; Jerome Gariepv. MD: Xavier Jouven, MD. PhD: Christophe Tzourio, MD., PhD:
Philippe Amouyel., MD, PhD:; Alain Besset, PhD: Pierre Ducimetiere, PhD

Mo EDS (n=6720) —B—EDS (n=1549)
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Table 2. Hazard Ratlos and 95% CI of 6-Year Mortality for Excessive Daytime Sleepiness: The Three City Study
Events, n (%) Model 1 HR and 95% CI Model 2 HR and 95% Cl Model 3 HR and 95% Cl

Total mortality n=762

No EDS odai (8, 1) 1 1 1

DS 216 (14.0) 1.42 (1.21-1.68) 1.33 (113-1.61) 1.29 (1.07-1.58)
Cancer mortality n=260

No EDS 200 (3.0) 1 1 1

s B0 (3.9) 1.08(0.80-1.47) 112 (0.51-1.54) 1.14 (0.62-1.58)
CV mortality n=196

No EDS 1322, 0) 1 1 1

DS 64 4.2) 1.76 (1.28-2.41) 149 (1.05-2.10) 1.46 (1.02-2.09)

Hazard ratios (HR) and their 95% Cl were derived from Cox proportional hazard regression anafysis.

Modal 1 was adjusted for age, gender, and the study-centre; Model 2 was adjusted for risk factors included in model 1 and prior CYD, BMI, daily
alcohol consumption, current smaking status, diabetes, MMSE, systolic blood pressure, total and HOL cholesteral, antifypertensive and lipids lowering
medications; Model 3 was adjusted for risk factors included in model 2 and medications for sleep and depressive symptoms.






CSF HISTAMINE LEVELS AND NARCOLEPSY

Decreased CSF Histamine in Narcoleps&/ With and Without Low CSF
Hypocretin-1 in Comparison to Healthy Controls

selji Nishino, MD, PhD'; Eiko Sakural, PhD?; Sona Nevsimalova, MD, D5¢*; Yasushi Yoshida, MD, PhD'; Takehiko Watanabe, MD, PhD?;
Kazuhiko Yanai, MD, PhD?: Emmanuel Mignot, MD, PhD'
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CSF HISTAMINE LEVELS AND NARCOLEPSY

CSF Histamine Contents in Narcolepsy, Idiopathic Hypersomnia and
Obstructive Sleep Apnea Syndrome

Takashi Kanbayashi, MD, PhD'; Tohru Kodama, MD, PhD®; Hideaki Kondo, MD'; Shinsuke Satoh, MD, PhD®; Yuichi Inoue, MD, PhD*;
Shigeru Chiba, MO, PhD?; Tetsuo Shimizu, MD, PhD": Seiji Nishino, MD, PhD®

CSF Hert-1 levels (pg/ml) CSF histamine levels (pg/ml)
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with narcolepsy
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RAPID PUBLICATION

Elevated Anti-Streptococcal Antibodies In Patients with Recent Narcolepsy Onset

Adi Aran, MD"; Ling Lin, MD, PhD"; Sona Nevsimalova, MD%, Giuseppe Plazzi, MD*; Seung Chul Hong, MD*; Karin Weiner, PhD'; Jamie Zeitzer, PhD';
Emmanuel Mignot, MD, PhD'

‘Center for Sleep Sciences and Department af Psychiarry, Stanford University School of Medicine, Palo Alte, CA; ‘Department of Neurology,
Charles University in Prague, Ist Faculty of Medicine and General Teaching Hospital, Prague, Czech Republic; *University of Bologna, Bologna,
Ttaly, *Depariment of Psychiatry, 5t Vincent 5 Hospital, The Catholic University of Korea, Suwon, Korea

Figure 1A and B—Antu-Streptococcal Antibodies in Patients with Warcolepsy and Age MMatched Controls

A Anti-streptolysin O (ASO) antibodies

Interval from 200 NC et 200 témoins

disease onset

up ta 1l vear (n=23) r' ! o a
age matched controls ASO

1-3years (n=44) r g values
age matched controls m 2 O0-400 1
_________ = A00-800 U
age matched controls =500 1L

aver 10 yvears (n=c9) ]
age matched controls :
Q 10 20 30 A 50 o Fi
Percentages of ASDO Positive subjects (ASO = 200)

FOFR =536 (up to 1 yvear); 3.8 (1-3 vears), P = 0.01 versus ASO = 200 in age matched controls
TOR =061 {uptol vear): 3.3 (1-3 yvears), P = 0.01 wversus AS0 = 200 in patients with = 10 vears interval from onset
SR =32 P =002 compared to AS0 = 200 in patients with 3-10 vears interval from onset

Infections a strepto /HIN1: FDR de la narcolepsie ?

immp 1] cas francais de NC post HIN1




Elevated Tribbles homolog 2—specific
antibody levels in narcolepsy patients

Vesna Cvetkovic-Lopes,! Laurence Bayer,! Stéphane Dorsaz,? Stéphanie Maret,?

Sylvain Pradervand,® Yves Dauvilliers,* Michel Lecendreux,® Gert-Jan Lammers,®

Claire E.H.M. Donjacour,® Renaud A. Du Pasquier,”® Corinne Pfister,2 Brice Petit,2
Hyun Hor,24 Michel Muhlethaler,’ and Mehdi Tafti2®

e SOuris transgéniques++

Identification de peptides
surexprimes dans neurones a
hypocrétine/ cerveau entier:

Tribbles-Homolog-2 (Trib2)
e Developpement d’un Kit
pour doser ces Ac

e Serum avec taux ¢leve d’un patient
NC : immunoreactivité des neurones
a hypocretine ~90%
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Pre-absorption of anti-Trib2 abs



Relative anti-Trib2 titer

Relative anti-Trib2 titer
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IgG Abnormality in Narcolepsy and ldiopathic
Hypersomnia

Susumu Tanaka*, Makoto Honda

Research on the Cause and Treatment of Skeep Disorders, Tokyo Institute of Psychiatry, Tokyo, Japan
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HLA-DQB1*0502 HLA-DOQE1*0602 ] ;
negative [::-:Eiti-..re MNarcolepsSy Idiopathic
weith cataplexoy hypersommnia
Healthy contrals
n 1gG1 lgG2 lgG3 g4

Healthy controls

HLA-DOBT*0602 negative 13 5855579 3248668 268+1.05 43014

HLA-DOB1*0602 positive 14 61.87+9.54 30./0+8.53 138+1.31 406+2 86
Marcokepsy

with nomal range of IgG 13 5677 +9.79 32.55+9.10 167+1.23*% J06+392

with low lgG levels 10 56.60+16.71 I3 29+1395 3135+ 1.61 6.83+696
idiopathic hypersomnias 17 62.85+5.61 566657 4. 79+3293% 6.70=4.70
Mormial rarge estimated 46,97-70.14 211247 B4 057478 1.47-7.12




Clinical/Scientific
Notes

Y. Dauvillies, MD, PhD NORMALIZATION OF HYPOCRETIN-1 IN NAR-  level that n:u::mplcl::l}' reversed after [VIg treatment

B. Abril, MD COLEPSY AFTER INTRAVENOUS IMMUNQ- shortly after discase onset, given additional arguments
E. Mas, MD, PhD GLOBULIN TREATMENT - that narcolepsy might be an autoimmune discase. An-
F. Michel, MD In May 2006, a 28-year-old woman abruply experi- other striking finding was the improvement of both car-
M. Tafti. MD enced excessive daytime sleepiness (EDS) and 2 to 3 aplexy and EDS after IVIg perfusions. As hypocretin

| [ 1. | I ol I

NC Typique, HLA+, Hypocretine =0
IVig a J15: Amélioration des cataplexies, et de SDE
M4 apres IVIg: Hypocretine =339 pg/ml|

Processus aigué inflammatoire qui bloque la
[ production d’hypocrétine réversible au début avec
IVIg qui pourrait épargner qq neurones hypocreétine

]
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Narcolepsy is strongly associated with the T-cell receptor
alpha locus

Joachim Halltnayerl'z'ﬂ, Juliette Faraco'**2, Ling Lin'=, Stephanie Hesselson?, Juliane Winkelmann® ©,

Minae Kawashima®?7, Geert Mayer®?, Giuseppe Plazzi'?, Sona Nevsimalova'!l, Patrice Bourgin'?,
Sheng Seung-Chul Hong!?, Yutaka Honda'4, Makoto Honda'%, Birgit Hogl'®, William T Longstreth Jr
Jacques Montplaisir'®, David Kemlink!!, Mali Einen!?, Justin Chen?, Stacy L. Musone?®, Matthew Alana?®,
Taku Miyagawa”, Jubao Duan', Alex Desautels'®, Christine Erhardt!?, Per Egil Hesla?", Francesca Poli'?,
Birgit Frauscher!?, Jong-Hyun Jeong!?, Sung-Pil Lee'?®, Thanh G N Ton!'®'7, Mark Kvale?, Libor Kolesar?!,
Marie Dobrovolna??, Gerald T Nepom??, Dan Salomon?#, H-Erich Wichmann?32?¢, Guy A Rouleau?”,
Christian Gieger®®, Douglas F Levinson?, Pablo V Gejman'??%, Thomas Meitinger*®, Terry Young®,

Paul Peppard®®, Katsushi Tokunaga”, Pui-Yan Kwok?, Neil Risch®?” & Emmanuel Mignot'->3!

16,17
»

N = 807 NC (caucasiens) /[HLA+ et 1074 Témoins

0.005¢m

Réplication 1: 415 cas (USA/Canada) et 753 Témoins

Réplication 2: 392 cas (EU) et 321 Témoins
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Genome-wide association study identifies new HLA class 11
haplotypes strongly protective against narcolepsy

Hyun Hor!-2-28 saoltan Kutalik®428, Yves Dauvilliers?-%, Armand Valsesia®*%, Gert ] Lammers”,

Claire E H M Donjacour”, Alex ITranzo®, Joan Santamaria®, Rosa Peraita Adrados?, José L. Vicariol?®,

Sebastiaan Overeem! 112 Isabelle Arnulf!?, loannis Theodorowu!4, Poul Jennum!®, Stine Knudsen 15,

Claudio Bassettil®, Johannes Mathis!”, Michel Lecendreux!®, Geert Maver!?, Peter Geisler??, Antonio Beneta2l,
Brice Petitl, Corinne Pfister!, Julie Vienne Biirkil!, Gérard Didelot!, Michel Billiard®., Guadalupe ErcillaZ2,
Willem Verduijn?¥, Frans H J Claas??, Peter Vollenwider??, Gerard Waeber??, Dawn M Waterworth?>,
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Table 2 Trans HLA haplotype and rs2858884-C allele frequency in HLA-DRB17*1501-DQB 170602 heterozygous cases and tnntruls.:

HLA-DQ603: (P <6 x 10-14).
OR: 0.02: Effet protecteur++

CNV: Résultat négatif

‘Narcolepsie = Maladie du HLA++ ‘

Sample size Case-control association Allele frequency (rs2858884-C) rs2858884 association

DRB1-DABI haplotype Cases  Controls OR Clgg P Cases Controls Effect size P
DRE1*01-DAB1*05 h2 6h 0.79 [053-1.16] 0.236 0.14 0.10 -0.04 0.437
DREB1*03-DAB1*02 54 80 068 [0.46-098] 0.0394 032 0.41 0.56 335 % 1074
DRB1™04-DGB1*03 ) 81 1.00  [0.71-1.411 1.00 0.03 0.06 -0.21 1.66 x 107

DREB1*0701-DQB1*0202 40 40 1.00  [063-1.58] 1.00 0.11 0.09 -0.08 0.174

DRE1*0701-DQE1*0303 7 15 047 [0.19%-1.1e] 0.129 0.00 0.03 -0.23 0.0258
DRE108-DAB1*04 22 14 157  [0.78-3.11] 0.234 0.02 0.11 -0.16 0.0423
DRB1*09-DAB1*03 2 8 0.256 [0.05-1.18] 0.107 0.00 0.06 -0.17 0.259
DRB1*10-DGB1*05 8 0.12  [0.02-1.00] 0.0381 0.00 0.25 0.18 0.268
DRE1*11-DAB1*03 65 h5 1.18 [080-1.74] 0.431 0.08 0.05 -0.17 364 %104
DRB1*12-DQB1*03 7 0.57 [0.17-1.97] 0546 0.00 0.00 -0.27 0.0594

[ DRB1*1301-DABI*0603 1 51 0.02 [0.00-0.14] 528x10 7  0.00 0.30 035  203x107

DRE1*1302-DQE170604 34 20 170 [056-3.011 0.0687 0.09 0.12 -0.07 0.298

DRB1*1302-DGB1*0609 3 060 [0.14-253] 0.725 033 0.40 0.49 4.10x 1073

DRB1*1303-DGE1*0301 15 2.14 [0.86-5.31] 0.129 0.03 0.07 -0.18 0.0757
DRB1*14-DGB1*05 17 22 0.77 [0.40-1.48] 0513 0.12 0.05 -0.12 0.123
DRB1*16-DQB1*05 28 9 3.11  [1.45-6.68] 2.26x 1077 0.11 0.00 -0.11 0.163

426 488 0.11 0.16
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Violent behavior during sleep: Prevalence, comorbidity and consequences
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2 Spanford Skeep Epidermiolbgy Research Center, School of Medicine, Stanford Universicy, Smonford, CA, USA
" M in nesota Regiomal Sheep Disorders Ce nter, Departmernt of Psychiarry, Hennepin County Medioal Cenrer, University of Minmnesora Medical School, Minneapaolis, MN 55415, USA

— — = = NoVES  VES  CrudeOR

° ? ' (14-13) (n=19848) (n=313) (95%C1)
Courtry

United Kingd 4972 2.1 (1.7-25) :

L’.:;t:lanym o 4115 1.8 (1.4-22) Sleepwalking 11 93 96 (63- :'
Italy 3970 1.8 (1.4-22) | Sleep terrors 22 169 (EL 24)
E“pﬁf‘“ o b E&ijﬁi. Eqnfus'mnal arnusals 37 173 5.5 (42- 12)
Finland 982 0.9 (03-16) Nightmares b.2 259 5.1 (41-68)
Age (years) ~ Hypnagngic hallucinations 4.6 55.0 37 (30-47)
s By - (o2sy  Hypopompic halucinaons 7. 51 23(1732)
35-44 3294 1.4 (1.0-18)  Sleep paralysis 26 10 27 (18-43)
45-54 an23 1.3 (09-1.7) ;

B B = (05-13)  Number of REM parasomnix

f5+ 3677 0.8 (05-1.1) 0 674 b 1.0

Gender 1 256 103 33(2543)
Female 10372 15 (1.2-17)

Male 9580 17 (1.4-19) 20 more 10 291 8.8 (6.6-1 LE.)'
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Polysomnographic Diagnosis of Idiopathic REM Sleep

Behavior Disorder
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Severity of REM atonia loss in idiopathic
REM sleep behavior disorder predicts

Parkinson disease

BLB. Postuma, MDY, MS5c
J.E. Gagnon, PhID

5. Rompre
1.Y. Montplaisir, MDD,

ABSTRACT

Background: Over 50%: of persons with idiopathic REM sleep behavior disorder (RED) will develop
FParkinson disease (PD) or dementia. At present, there is no way to predict who will develop disease.
Since polysomnography is paerformed in all patients with idiopathic RBD at diagnosis, thare is an op-

PhI» _ mcrtn Rnitw to anaboro i hacsalino elaocn vari abloas nraediet ovoaent sl ronirncdoanocnorative dicosco
Developed Remalned
Controls All RBED combined disease disease-frea
{n = 28] {n=52) p in = 28] in = 28] p
AgeatPSG.y GBEA 16 681x+x11 075 69515 667 1.4 020
Sex, MIF 21/5 4210 1.0 215 215 10
Interval of symptoms MIA 63x12 MIA 55085 FOx21 051
to PSG.y
Duration of RBD at MIA 6.4 = 0.53 MIA 67t 081 62 +071 o042
last evaluation
(from PSG)
Sleep latency, min 161 2.5 26543 0.067 32380 20931 0.58
Total sleep tima, min 3685117 IG7a9x+x128 0.40 35449 +183 3807 =179 023
Sleep efficlency, %& Tazx 22 FEEx 22 0.54 FT7TB=Z 29 BOOx 3.4 0.51
Stago 1% 143 +1.5 147 16 0.86 1688=20 128+ 25 0034
Stage 2 % G603+18 601+14 0.83 59317 609+ 22 029
Slow wave % FT3x13 71 =091 0.92 FFx13 66+13 0.52
(stages 3 = 4]
REM 24 181 +0.83 181 +12 0.55 162=14 19918 030
Phasic REM 55082 J186x+x23 =<0001® | 322390 31127 0.97
electromyographic
dansity, %
Tonlc REM. 9% F5x18B 518+45 =20.0012 I 627 = 8.0 41 0+ 6.0 0020~ I
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ANTI-TRIB? ANTI-TRIBZ ANTI-TRIBZ
PATHOGENIC SECOMDARY TO HCRT INCIDENTAL TO
' MEUROMAL DEATH |  PATHOGENIC PROCESS

Swsceptible individual [eg. DOE1YO602; TR polymorghism) |

+ :

Incitime facter (=.g. Streptococcal infection? Environmental exposurs ?) |

Mor-TRIB 2-related mechanism
[ether irmmuone, infectious,
degenerative, or toxic process|
Anti-TRIB2 antibodies | | } ; }
Hypoacretin mewrsn damage and
narcolepsy
i I i

Hypocretin neuran 1 — o Anti-TRIBZ
damage and narcolepsy i nt-TRIB2 antibocdies i antibodies

Figure 1—Three possible models of the role of anti-TRIB2 antibodies in
narcolepsy.
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