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Bidrag til Mogens Fog konkurrencen

Early Antidepressant Treatment and
All-cause 30-Day Mortality in Ischemic
Stroke

Janne Kzaergdrd Mortensen', Heidi Larsson? Saren Paaske Johnsen?,
Grethe Andersen’

Background and aim

Antidepressants may have antithrombotic and neuroprotective properties
effective in a time-related therapeutic window. We aimed to examine 30-day
mortality related to early antidepressant treatment after ischemic stroke.

Methods

We did a registry based follow-up study (2003-2010). Multivariable logis-
tic regression was used to compute the adjusted odds ratio (OR) of 30-day
mortality among patients treated with antidepressants during admission as
compared to patients not treated. In addition, a propensity score matched
(1:1) adjusted OR of 30-day mortality was computed and stratified analyses
were done.

Results

Among 5070 consecutive first ever stroke patients without prior antidepres-
sant treatment, 955 (18.8%) started antidepressant treatment during admis-
sion with a median time before treatment of 5 days (inter-quartile range:
2-11). The adjusted OR of death was 0.27 (95% Cl: 0.17-0.43) for patients
treated as compared to patients not treated. The propensity score matched
adjusted OR of death was 0.31 (95% Cl: 0.19-0.49). Stratifying by stroke se-
verity the association was strongest among the most severe strokes. Overall
the treated patients had more severe strokes.

Conclusion
Although early antidepressant treatment was associated with more severe
strokes, treatment was also associated with significantly lower mortality.

! Department of Neurology, Aarhus University Hospital
2 Department of Clinical Epidemiology, Aarhus University Hospital.



Bidrag til Mogens Fog konkurrencen

EEG Coherence Analysis Can Predict
Clinical Outcomes in Infantile Spasm
Patients

Short-term development in EEG coherence after medication with
Vigabatin

Anna Horwitz, Keng Wah Niels Pang, Martin Lauritzen, Krisztina Benedek

Background

Infantile spasm (IS) is the most common type of epileptic encephalopathy
(3/5/10.000 live births) with a typical onset at the age of 3-7 months and
with a male preponderance.

The aim of this study was to investigate the development in Electroencepha-
lography (EEG) coherence in children treated against West syndrome.

Methods

Retrospective analysis of 49 patients diagnosed with IS with EEG showing
classical hypsarrhythmia. Average age of the patients was 0.63 (range 1
week to 3.8 year) and 44.7 % of them were male. Mean length of follow-up
was 1.9 months (SD 2.5), and each infant had from 1- 9 EEG examinations. In
total, we analyzed 297 EEGs. The coherence value were set at min. lag time
=0 ms., max. lag time = 19.5 ms,, clip 95% and the data was analyzed with
“CURRY 7 Neuroscan” Statistical analysis was performed in SAS 9.4.

Results

We observed a statistically significant increase in total coherence between
the initial EEG (i.e., before medication) and the 3 th EEG(i.e., after medication
with Vigabatin). 22 patients with IS where followed over several years due
to severe encephalopathy or epilepsy. We found that greater effects of the
medication with Vigabatin on short-term coherence changes resulted in a
decreased probability of being measured in long term.

Conclusion

This study suggests that medication with Vigabatin might influence coher-
ence activity in patients with infantile spasm on a short time horizon, and
that short-term coherence changes can predict clinical outcomes in patients
with infantile spasm.
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Bidrag til Mogens Fog konkurrencen

The Influence of Genetic Constitution on
Migraine Drug Responses

Anne Francke Christensen, Ann-Louise Esserlind, Thomas Werge,
Hreinn Stefansson, Kari Stefansson & Jes Olesen.

Obejctive

Specific acute treatments of migraine are 5HT.zp receptor agonists, i.e.
triptans and ergotamine. No migraine prophylactic drugs are specific to
migraine. Prophylactic drugs are selected by time consuming “trial and er-
ror”. Personalized treatment is therefore much needed. The objective of this
study was to test the effect of 12 SNPs significantly associated with migraine
on migraine drug responses.

Methods

Semi-structured migraine interviews, blood samples and genotyping were
performed on 1806 unrelated migraine cases recruited from the Danish
Headache Center. Association analyses were carried out using logistic re-
gression, assuming an additive model for genetic effect. The effect on drug
responses was tested for a combined genetic score and each of the 12 SNPs.

Results

A single risk variant, rs2651899 in PRDM16, was significantly associated with
efficacy of triptans with an odds ratio (OR) of treatment success of 1.3, and a
higher combined genetic score was significantly associated with efficacy of
triptans with an OR of success of up to 2.6. A number of SNPs showed nomi-
nal preferential association with efficacy of triptans and prophylactic drugs.

Interpretation

We show for the first time an association between genetic constitution and
migraine drug response. This is a first step towards future individualized
medicine.



Bidrag til Mogens Fog konkurrencen

Subjective cognitive complaints included
in diagnostic evaluation of dementia helps
accurate diagnosis

Salem, LC', Vogel, A'; Ebstrup, /2, Linneberg, A%, Waldemar, G’

Objective

The objective was to investigate the quantity and characteristics of subjec-
tive cognitive complaints in young and elderly dementia patients referred
to a memory clinic.

Methods

We consecutively recruited 307 patients and 149 age-matched healthy con-
trols and 104 patients were < 65 years. Patients were classified in 4 diag-
nostic groups: Dementia, mild cognitive impairment, affective disorders and
no cognitive impairment. Subjective memory was assessed with Subjective
Memory Complaints (SMC) scale. Mini Mental State Examination and Ad-
denbrooke’s Cognitive Examination were applied, and symptoms of depres-
sion were rated with Major Depression Inventory (MDI). All interviews and
the diagnostic conclusion were blinded to the SMC score.

Results

Young dementia patients had significantly more complaints as compared
to elderly patients with dementia and the characteristics of the two groups
were different. Young patients with affective disorders had the highest level
of subjective cognitive complaints of all patients referred to a memory clinic.
The age of the patients and MDI score had significant impact on the level of
subjective cognitive complaints. In all diagnostic groups a wide distribution
of SMC scores were found.

Conclusions
A systematic interview on subjective cognitive complaints may contribute
to the diagnostic evaluation of patients referred to a memory clinic.

" Memory Disorders Research Group, Danish Dementia Research Centre, Department of Neurology,
Copenhagen University Hospital, Rigshospitalet, Denmark
2 Research Centre for Prevention and Health, Copenhagen University Hospital Glostrup, Denmark
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Bidrag til Mogens Fog konkurrencen

Neuroinflammation in Huntington’s
disease?

Vinther-Jensen T2, B6rnsen L3, Budtz-Jorgensen E*, Hjermind LE"?, Ammitzbgll C?,
Sellebjerg F3, Nielsen JE'~,

Huntington’s disease (HD) is an autosomal dominantly inherited progressive
neurodegenerative disorder. The immune system has previously been pro-
posed to play a role in the pathogenesis: 1) inflammatory markers in plasma
can be detected in HD before symptoms onset; 2) an increase in microglial
activity, expression of complement proteins and other inflammatory factors
has been demonstrated in the CNS.

We assessed 5 inflammatory markers and 4 neurodegeneration markers in
CSF samples from manifest and premanifest HD gene-expansion carriers
and gene-expansion negative controls.

One hundred and four CSF samples were included in the study. Neurofila-
ment light polypeptide (NFL), myelin basic protein (MBP) and chitinase-
3-like-protein 1 (CHI3L1) were higher in manifest HD gene-expansion carri-
ers than in controls and all correlated with disease burden in HD (CAP score).
Tau was age-independent in controls but increased with age in manifest
gene-expansion carriers. Osteopontin (OPN), Nitrogen oxide (NO,), terminal
complement complex (TCC), C-X-C motif chemokine 13 (CXCL13) and matrix
metalloproteinase 9 (MMP9) were not higher in gene-expansion carriers.

This is the first controlled study of CSF inflammation in the hitherto largest
cohort of HD-CSF samples. We conclude that there is no evidence of early
inflammatory involvement as only CHI3L1 was increased and solely in mani-
fest HD gene-expansion carriers.

' Neurogenetics Clinic, Danish Dementia Research Centre, Department of Neurology, Rigshospitalet,
University of Copenhagen, Copenhagen, Denmark.

2 Department of Cellular and Molecular Medicine, Section of Neurogenetics, University of Copenhagen,
Copenhagen, Denmark.

3 Danish Multiple Sclerosis Center, Department of Neurology, Rigshospitalet, University of Copenhagen,
Copenhagen, Denmark.

* Department of Biostatistics, University of Copenhagen, Copenhagen, Denmark
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apopleksi eller forbigdende iskaemisk anfald (TIA). Leversygdom, forbundet med koagulationsdefekt og klinisk
relevant bledningsrisiko. Graviditet og amning. Forsigtighed: Som ved andre antikoagulantia ber patienter,
som far Xarelto, overvages ngje for tegn pa bladning. Forsigtighed udvises ved eget bledningsrisiko, f.eks. ved
sveert nedsat nyrefunktion (CrCl < 30 ml/min.). Xarelto ber ikke anvendes til patienter med CrCl pa < 15 ml/min.
Xarelto skal anvendes med forsigtighed hos patienter med moderat nedsat nyrefunktion (CrCl 30-49 ml/min),
som samtidig behandles med andre leegemidler, der ager plasmakoncentrationerne af rivaroxaban. Ved moderat
nedsat leverfunktion kan ses eget bladningsrisiko. Som ved andre antitrombotika anbefales rivaroxaban ikke til
patienter med eget bladningsrisiko. Det ber anvendes med forsigtighed hos AKS-patienter > 75 &r og/eller med
lav kropsvaegt (< 60 kg). Neuraksial anaestesi: Patienten skal overvages ngje. Fjernelse af epiduralkateter skal
ske mindst 18 timer efter sidste dosis og naeste dosis ma tidligst gives 6 timer efter fjernelse. Ved traumatisk
punktur pauseres i 24 timer. Interaktioner: CYP3A4- og P-gp-hammere. Xarelto ber derfor ikke anvendes
til patienter der far samtidig systemisk behandling med azolantimykotika eller hiv-proteasehemmere. Aktive
stoffer, der er staerke haemmere af kun én af rivaroxabans udskillelsesveje, enten CYP3A4 eller P-gp, forventes
kun at ege plasmakoncentrationen af rivaroxaban i mindre udstraekning. Da der kun er begraensede kliniske data
vedrerende dronedaron, ber det ikke gives sammen med rivaroxaban. Efter et akut koronarsyndrom ber patienter
i behandling med Xarelto og ASA eller Xarelto og ASA plus clopidogrel/ticlopidin kun fa samtidig behandling
med NSAID'er, hvis fordelen opvejer bladningsrisikoen. Overdosering: Ved overdosering med rivaroxaban kan
det overvejes at bruge aktivt kul til at reducere absorptionen. Safremt en bladningskomplikation optreeder hos
en patient, der far rivaroxaban, skal naste rivaroxaban administration udszttes, eller behandlingen seponeres
efter leegens vurdering. Hensigtsmaessig symptomatisk behandling kan benyttes efter behov som f.eks. mekanisk
kompression (f.eks. for svaer epistaxis), kirurgisk hamostase med blodstandsende indgreb, vaeskesubstitution og
haemodynamisk understattelse, blodprodukter (pakkede rede blodlegemer eller friskfrosset plasma afhaengigt
af den tilknyttede anaemi eller koagulationsdefekt) eller blodplader. Safremt bledningen ikke kan standses med
ovennzvnte tiltag, skal der overvejes administration af en specifik prokoagulant-antidot som f.eks. protrombin-
komplekskoncentrat (PCC), aktiveret protrombinkomplekskoncentrat (APCC) eller rekombinant faktor Vila
(r-FVlla). Der er imidlertid pa nuvarende tidspunkt yderst begraensede erfaringer med brug af disse legemidler
hos personer, der far rivaroxaban. Det ber overvejes at redosere og titrere rekombinant faktor Vlla afhangig
af bedringen i bladningen. Bivirkninger: Almindelige: Anaemi, svimmelhed, hovedpine, besvimelse, bledning
i ojet, takykardi, hypotension, ha&matom, naesebledning, bledning fra mave-tarmkanalen, gastrointestinale
og abdominale smerter, dyspepsi, nausea, obstipation, diaré, opkastning, pruritus, udslat, ekkymose, smerter
i ekstremitet, bledning i nyrer og urinveje, feber, perifert adem, nedsat generel styrke og energi, foregelse af
aminotransferaser, post-procedural bladning, konfusion. /kke almindelige: Trombocytaemi, allergisk reaktion,
allergisk dermatitis, cerebral og intrakraniel bledning, heemoptyse, mundterhed, unormal leverfunktion, urticaria,
kutan og subkutan bladning, haemartrose, nedsat nyrefunktion, utilpashed, lokalt adem, forhgjet bilirubin, forhgjet
basisk serum fosfat, forhgjet LDH, forhgjet lipase, forhajet amylase, forhejet GGT, sérsekretion. Sjaeldne: Gulsot,
muskelbladning, stigning i konjungeret bilirubin. Pakningssterrelser og Priser (AUP inkl. recepturgebyr)
per 11. februar 2015: Xarelto, 2,5 mg, 168 tabletter: kr. 1.847,60. 100 tabletter: kr. 1.109,35. 56 tabletter:
kr.637,50. Xarelto, 10 mg, 100 tabletter: kr. 2.195,00. 30 tabletter: kr. 686, 10. 10 tabletter: kr. 244,50. Xarelto,
15 mg, 100 tabletter: kr. 2.195,00. 98 tabletter: kr. 2.151,55. 42 tabletter: kr. 951,10. 28 tabletter: kr. 641,95.
Xarelto, 20 mg, 100 tabletter: kr. 2.195,00. 98 tabletter: kr. 2.151,55. 28 tabletter: kr. 641,95. Receptpligtigt.
Udlevering B. Tilskud: Generelt tilskud. For aktuel pris se: www.medicinpriser.dk. Dato for SPC: December 2014.
Indehaver af markedsferingstilladelsen: Bayer Pharma AG, 13342 Berlin, Tyskland. Dansk repreesentant:
Bayer A/S, Arne Jacobsens Allé 13, 6. DK-2300 Kabenhavn S.TIf. 452350 00. L.DK.01.2015.0995

V¥ Dette leegemiddel er underlagt supplerende overvagning. Dermed kan nye sikkerhedsoplysninger hurtigt
tilvejebringes. Laeger og sundhedspersonale anmodes om at indberette alle formodede bivirkninger. Se i ind-
legssedlen, hvordan bivirkninger indberettes.

Marevan, warfarinnatrium, 2,5 mg tabletter. Teksten er forkortet i forhold til det godkendte
produktresumé. Fuldstendigt produktresumé kan rekvireres vederlagsfrit fra Nycomed Danmark
ApS, Langebjerg 1, DK-4000 Roskilde. TIf: 46 77 11 11. Terapeutiske indikationer: Forebyggelse og
behandling af dyb tromboflebit og tromboemboliske komplikationer. Dosering og indgivelsesmade: Warfarin
skal administreres en gang dagligt. Varigheden af behandlingen er athaengig af indikationen. Voksne: Patienter,
der ikke tidligere har vret i warfarinbehandling: Anbefalet startdosis er 2 tabletter (5 mg) en gang daglig i
4 dage. Den normale vedligeholdelsesdosis er 2,5-7,5 mg dagligt (1-3 tabletter dagligt). Til patienter, der tidligere
har veeret i warfarinbehandling, anbefales det at indlede med dobbelt dosis af tidligere vedligeholdelsesdosis
i 2 dage. Koagulationstest ber foretages inden behandlingsstart. Warfarin har en smalt terapeutisk indeks og
felsomheden overfor warfarin kan variere mellem patienter og inden for samme patient. Behandlingen ber derfor
altid monitoreres med jeevne mellemrum. Terapeutisk INR-niveau: En dosering, der sikrer en INR pa mellem 2 og
3, anbefales til behandling eller forebyggelse af venas trombose, lungeemboli, atrieflimren (ikke klapfejlbetinget),
sver dilateret kardiomyopati, kompliceret hjerteklaplidelse og biologisk hjerteklapprotese. Barn: Initialdosis er
normalt 0,2 mg/kg en gang dagligt til barn med normal leverfunktion, og 0,1 mg/kg en gang dagligt til bern
med nedsat leverfunktion. Zldre:. Zldre ber monitoreres for bledningskomplikationer, idet de har en forhgjet
risiko for bivirkninger af warfarinbehandling. Nedsat leverfunktion: Eftersom warfarin metaboliseres i leveren,
og koagulationsfaktorerne dannes i leveren, ferer nedsat leverfunktion formentlig til en eget effekt af warfarin.
Pa baggrund af dette ber INR monitoreres teet hos patienter med nedsat leverfunktion. Kontraindikationer:
Overfalsomhed over for warfarin eller over for et eller flere af hjeelpestofferne. Kvinder i forste trimester og under
de fire sidste uger af graviditet. Svaer leverinsufficiens. Patienter med forhgjet bladningsrisiko (inkl. patienter
med haemoragisk diastese, @sophagus varicer, arteriel aneurisme, spinal punktur, mavesar, alvorlige sar (inkl.
operationssar), cerebrovaskolaere lidelser, bakteriel endocarditis og malign hypertension). Patienter i warfa-
rin-behandling ma ikke anvende produkter/naturmedicin, der indeholder hypericum perforatum (prikbladet
perikum), da samtidig administration reducerer plasmakoncentrationen af warfarin med nedsat klinisk effekt

Bayer HealthCare

Bayer A/S. Arne Jacobsens Allé 13. 2300 Kebenhavn S.

til folge. Seerlige advarsler og forsigtighedsregler vedrerende brugen: Efter at have vurderet fordelen
ved tromboembolisk profylakse mod risikoen for haemoragi, er det vigtigt at tage stilling til patientens evne til
at felge behandlingen ngje. Patienter med demens eller misbrug som alkoholisme kan have sveert ved at felge
warfarinbehandlingen. Interaktion med andre lagemidler og andre former for interaktion: Warfarin
har et smalt terapeutisk indeks og en raekke leegemidler interagerer med warfarin. Patienter ber rades til at
kontakte egen laege for opstart, dosiseendring eller seponering af anden medicin, der tages samtidig med warfarin.
Bivirkninger: Bladningskomplikationer er den mest almindelige bivirkning til warfarin idet den enskede tera-
peutiske effekt er antikoagulation. Af eksempler pa bledningskomplikationer kan naevnes; naeseblod, haemoptyse
(blodophostning), heematuri (blod i urinen), tandkedsbledning, let ved at & bla merker, vaginal bledning, bledning
i gjets bindehinde, gastrointestinal bladning, forlenget og omfattende bledning efter operationsindgreb eller
traume. Bladning fra alle organer kan forekomme og kan vaere alvorlig. Alvorlige bladninger ferende til ded,
hospitalisering eller blodtransfusion er indberettet hos patienter, der har varet i langvarig antikoagulantbe-
handling. Bledningskomplikationer under warfarinbehandling pavirkes ogsa af uafhangige risikofaktorer. Af
disse kan navnes hgj alder, antikoagulations intensiteten, slagtilfeelde i anamnesen, gastrointestinal bledning
i anamnesen, co-morbide tilstande og atrieflimren. Patienter der har en afvigende form af CYP2C9 enzymet kan
have en eget risiko for forhgjet antikoagulation og bledningskomplikationer. Overdosering: Behandling af
overdosering er symptomatisk og understattende. Antidoten phytomenadion (vitamin K1) administreres primaert
og hvis nedvendigt gives intravenas infusion af koncentratindeholdende koagulationsfaktorer, frisk frosset plasma
samtblodtransfusioner. Da halveringstiden af warfarin er 20-60 timer, bar patienten observeres over en leengere
periode. Pakningsstarrelser og Priser (AUP inkl. Recepturgebyr) per 11.februar 2015: Marevan, Waran,
Warfarin “Orion”, 2,5 mg, 100 tabletter: kr. 140,80-157,00. For aktuel pris se: www.medicinpriser.dk. Tilskud:
Generelt tilskud. Udlevering: B. Dato for SPC: 29 juli 2011. Indehaver af markedsferingstilladelsen:
Nycomed Danmark ApS, Langebjerg 1, DK-4000 Roskilde. L.DK.01.2012.0296

'» w Xarelto
(& rlvqroxabcm



Bidrag til Mogens Fog konkurrencen

Nav1.8 voltage-gated Na channel subtype
selective blocker improves motor function
in mouse models of demyelinating
Charcot-Marie-Tooth disease

Rosberg, M.'?, Alvarez,S."? Krarup, C."2, Moldovan, M.’

Abstract

We found that in myelin protein zero null mice (Po-/-), a model of severe de-
myelinating Charcot-Marie-Tooth (CMT), the Nav1.8 voltage-gated Na chan-
nel subtype selective blocker (A-803467) can acutely improve conduction
and motor performance. Here we report the first data on the effect of a novel
investigational blocker that can be orally administered (A-867141, Abbvie.
Inc. Chicago, IL, USA). Electrophysiological and behavioral changes were
investigated in both Po-/- and Po+/- mice (which have a milder phenotype
reminiscent of CMT1B).

Within 2 hours after A-867141 (100mg/Kg b.w. administered by oral gavage)
there was an increase in CMAP amplitude and prolongation in rotor-rod
endurance time in both Po-/- and Po+/-. Chronic treatment (alternate days)
using the same dose for 1 month was well tolerated by Po-/- (n=7) and ap-
peared to slow down their motor weakness progression.

Our data provides proof of principle for the benefits of subtype-selective
Nav1.8 blocker treatment to improve the motor function in severe demyeli-
nating CMT.

! Institute of Neuroscience and Pharmacology, Panum, University of Copenhagen, Denmark
2 Clinical Neurophysiology, Rigshospitalet, Copenhagen, Denmark
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Platelets & Serotonin

Kristian L. Kraglund

Purpose: To examine the effects of selective serotonin reuptake inhibitor
(SSRI) treatment on platelet reactivity and platelet turnover.

Theoretical background: Most of the body’s serotonin (95%) resides in the
gut and is synthesized within the bowel, by the enterochromaffin cell (EC).
Secretion overflow reaches the blood where almost all serotonin existing in
blood is transported in dense granules by platelets. These cells are anucle-
ated and thus unable to synthesize or serotonin, but can take up the amine
avidly from plasma though the serotonin reuptake transporter - the princi-
pal action site of the inhibiting SSRI.

Serotonin is secreted by the platelet dense granules during platelet activa-
tion and plays a role in promoting platelet aggregation and vasoconstriction
of surrounding blood vessels, facilitating haemostasis. Serotonin is consid-
ered a relatively weak platelet activator, but it greatly potentiates the aggre-
gation induced by i.a. adenosine diphosphate (ADP).

All SSRIs have shown to produce a drastic decrease (80-90%) in platelet ser-
otonin content.

If serotonin stored in platelets plays a role in haemostasis, it follows that
a drastic depletion induced by SSRIs should have a biological and clinical
impact.

Study Design: Patients are recruited from the TALOS-trial (citalopram or
placebo). Platelet reactivity is tested during and 14 days after final dosage
project medication treatment, using i.a. the VerifyNow System (ADP). n=60.

Outcome: Platelet reactivity and turnover through Platelet Reactivity Unit
(PRU), immature platelet fraction and complete platelet count and possible
soluble p-selectin.

Neurologisk Afdeling F, Aarhus Universitetshospital



Visual function and oct measurements in
patients with optic neuritis

Gro Helen Dale'?, Toke Bek? Tove Christensen?, Kristina Bacher Svendsen’,
Thor Petersen’

Background: Optic neuritis (ON) is an inflammatory disease that can result
in permanent visual loss and retinal thinning.

Aim: To assess visual function and retinal changes in patients with severe
versus mild/moderate ON.

Material and methods: Thirty-nine patients were examined at baseline and
six months with best corrected visual acuity (BCVA), contrast sensitivity test,
Rayleigh match color test, latency to P100 and OCT-scans. The latter con-
sisted of a scan of the peripapillary retinal nerve fiber layer thickness (RNFLT)
and the total macular volume (TMV). We defined severe ON as BCVA <0,5 at
baseline. These patients were offered treatment with intravenous methyl-
prednisolone (IVMP).

Data was analyzed with Wilcoxon-Mann-Whitney U-test and ttest. Signifi-
cance level: p<0,05.

Results: Nineteen patients had severe ON, and 15 of these received treat-
ment with IVMP. At baseline, there was a significant difference between the
severe and mild/moderate ON groups in BCVA (p=0,00), Rayleigh match
(p=0,00) and contrast sensitivity (p=0,00), but not in the other tests.

At six months, there was still a significant difference in BCVA (p=0,03), but
also in RNFLT (p=0,04). The severe ON group had the worst outcome.

Conclusion: Despite treatment with IVMP, patients with severe ON have a
worse outcome than patients with mild/moderate ON.

" Department of Neurology, Aarhus University Hospital.
2 Department of Ophthalmology, Aarhus University Hospital.
3 Department of Biomedicine, Aarhus University.
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Neural Cell Adhesion Molecule 1 (NCAM-1)
as a possible biomarker for epilepsy

Skou JB', Brandslund I?, Lund ED?, Christiansen EB’, Vilholm OJ

Background: It is estimated that more than 50 million people worldwide
suffer from epilepsy. The diagnosis of epilepsy may be challenging and
some studies have found a high percentage of misdiagnosed patients in an
out-patient clinic. A biomarker for epilepsy to support the clinical diagnosis
would be of great significance and indeed earlier studies shown some prom-
ising results regarding the application of various agents inclusive NCAM-1
as a biomarker for epilepsy.

Aim: The aim of this study is to determine if NCAM-1 in the cerebrospinal
fluid can be used as a biomarker for epilepsy.

Study design: A total of 87 patients diagnosed with epilepsy and 87 healthy
controls matched in sex and age were included in this study. The concentra-
tion of NCAM-1 in the cerebrospinal fluid was determined with the use of
ELISA technique.

Results: The results of the study will be ready for presentation at the annual
meeting of DNS 2015.

' Department of Neurology, Vejle Hospital
2 Department of Clinical Biochemistry, Vejle Hospital



Progressive multiple sclerosis:

Correlations between diffuse white mat-
ter inflammation, active plaque formation
and low age indicate peripheral immune
involvement in a subset of patients

Stephan Bramow'-2, Josa M. Frischer®*, Hans Lassmann?, Helle Broholm’',
Claudia F. Lucchinetti®, Per Soelberg Serensen® and Henning Laursen’

Background/aims: In relapsing-remitting multiple sclerosis, active plaques
with peripheral immune cells predominate. In progressive disease, inflam-
mation becomes more diffuse and compartmentalised from the periphery.
To elucidate peripheral immune involvement in progressive disease, we re-
lated plaque-distant inflammation to active plaque areas.

Methods: Post-mortem white matter from 15 patients with progressive
disease was analysed by planimetry and densitometry. Eight patients had
relapses at onset and developed secondary progressive disease (SP). Slides
stained with H&E, for myelin and activated microglia were compared to 12
controls. Active (filled with macrophages) and “smouldering” (rim-shaped
microglia) plaque areas were measured. In plaque-distant areas, we quanti-
fied mononuclear infiltrates, and microglia.

Results: Infiltrates correlated positively with active (but not “smouldering”)
areas in SP and negatively with age among all patients (corrected model
R,=0,46; P=0,021; P of slope<0,01). Similarly in remyelinated areas; residual
inflammation related to active (but not “smouldering”) pathology at their
edges.

Conclusions: Inter-action between immune cells in the white matter and
the periphery could be pathogenic through active demyelination in patients
with SP. Smouldering plaques may reflect slow demyelination occurring
more independently from the periphery than active demyelination. We sug-
gest intensified research in smouldering plaques and immuno-modulatory
agents that cross the intact blood-brain-barrier.

" Department of Pathology, Copenhagen University Hospital (CUH), Rigshospitalet, Copenhagen, Denmark

2 Department of Neurology, CUH, Herlev, Copenhagen, Denmark

3 Department of Neuroimmunology, Center for Brain Research, Medical University of Vienna,
Vienna, Austria

4 Department of Neurosurgery Medical University Vienna, Vienna, Austria

> Department of Neurology, College of Medicine, Mayo Clinic, Rochester, Minnesota, USA

6 Danish Multiple Sclerosis Center, Department of Neurology, Copenhagen University and Rigshospitalet,
Copenhagen, Denmark

19



20

Ectopic Nav1.8 channels aggravate the
axonal neurotoxicity of prolonged repeti-
tive stimulation in mice heterozygously
deficient for the myelin protein P, gene

S. Alvarez'? M.R. Rosberg'?, Klein D?, Martini R3, M. Moldovan'? and
C. Krarup'?

Prolonged high frequency electrical stimulation (RS) was found to precipi-
tate motor axon degeneration in the Po+/- mouse, a model of demyelinat-
ing Charcot-Marie-Tooth disease. Our preliminary data indicate that PO+/-
mice acquired ectopic NaV1.8 VGCS. The aim of this study was to investigate
to which extent the increased susceptibility of Po+/- to RS depends on in-
creased activity-dependent Na* influx via ectopic Nav1.8 voltage-gated Na+
channels.

Investigations were carried out in 1-year old WT, Py+/- and Py+/- and NaV1.8
double mutant mice (Py+/-SNS). Trains of supramaximal stimuli at 200 Hz
were delivered every 10 minutes for 3 hours. CMAPs and CNAPs were re-
corded from plantar muscles and the sciatic nerve, respectively. At 3 days
after RS nerves were collected for histological analysis.

Electrophysiological and immune-histological data indicated that ectopic
Nav1.8 contributes to the motor axon function of Py+/-. The CMAP ampli-
tude post RS recovered in Py+/- SNS to the same extent than in WT, in con-
trast to the reduced recovery in Py+/-.

Our data suggest that increased toxicity of RS on motor axons in Py+/- could
be attributed, at least in part, to NaV1.8. This raises hope that subtype-selec-
tive VGSC blockers may be used to improve motor function in CMT1.

! Institute of Neuroscience and Pharmacology, University of Copenhagen, Denmark
2 Department of Clinical Neurophysiology, Rigshospitalet, Copenhagen, Denmark
3 Neurology, Developmental Neurobiology, University of Wiirzburg, Germany



Access to pharmacological treatment and
care of dementia in Danish patients with
immigrant background: A nationwide
register based study

Lea Stevnsborg’, Christina Jensen-Dahm’, Rune Nielsen’, Christiane Gasse?,
Gunhild Waldemar'

Background: Diagnosis and care of dementia patients with immigrant
background have in the past proven to be challenging for health profession-
als. Lower quality of dementia diagnosis in the immigrant population has
been demonstrated and the question is if this leads to inequality in access to
anti-dementia treatment and care.

Method: A register-based cross-sectional study in the entire elderly (60>
years) population of Denmark in 2012 was conducted. Anti-dementia drug
use and nursing home residence was compared among Danish-born de-
mentia patients and dementia patients with western and non-western back-
ground taking immigrant status, age, sex, comorbidity, marital status and
time since dementia diagnosis into account.

Results: Patients with immigrant background had lower odds of receiv-
ing anti dementia medication (Non-western: OR (95%SI) = 0.76 (0.65-0.89),
western: OR (95%SI) = 0.76 (0.65-0.89)). Only non-western immigrants had
significantly reduced odds of nursing home residency (OR (95%SI) = 0.51
(0.41-0.65)).

Conclusion: Western immigrants and non-western immigrants with de-
mentia had a reduced chance of receiving anti-dementia medication and
non-western immigrants with dementia had a reduced chance of nursing
home residence. This could indicate reduced access to the health care sys-
tem for this patient group. Further research is needed in order to determine
the cause of the observed differences.

" Department of Neurology, Danish Dementia Research Centre (DDRC), Rigshospitalet-Universit of
Copenhagen, Copenhagen, Denmark

2 National Centre for register-based Research, Aarhus University, School of Business and Social
Sciences, Aarhus Denmark
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Cardiac computed tomography versus
transesophageal echocardiography for
detection of cardiac emboli sources in
stroke patients

Poulsen MB', Overgaard M', Ulriksen PS? Nilsson B3, Soja AMB?, Rasmussen RS',
Binici Z*, Kruuse CR', Overgaard K’

Around 25% of strokes can be classified as cryptogenic and many are as-
sumed to be caused by a cardiac embolic source. Transesophageal echocar-
diography (TEE) is considered the gold standard for detection of structural
cardiac emboli sources but is semi-invasive and uncomfortable for the pa-
tient. Computed tomography (CT) imaging techniques are improving and it
is now possible to image the heart. Compared to magnetic resonance, CT is
better to visualize the coronaries. This study is a pilot study of feasibility of
cardiac CT scan compared to TEE.

Cryptogenic stroke patients from the Department of Neurology at Herlev
Hospital were consecutively included. Patients underwent a cardiac CT scan
and a TEE. Results of the two examinations were interpreted blinded.

Twelve patients were enrolled in the study. Median age was 53 years. Two
missed the TEE and were excluded. All cardiac CT scans were of good qual-
ity. No thrombi were detected. Five patients had a patent foramen ovale and
two were only detected on TEE. The cardiac CT found significant coronary
stenosis in four patients and coarctatio aortae in one patient.

Cardiac CT was feasible. PFO was detected less frequent with cardiac CT
compared to TEE but cardiac CT revealed several significant extra findings.

! Department of Neurology, Herlev Hospital
2 Department of Radiology, Herlev Hospital
3 Department of Cardiology, Hvidovre Hospital
* Department of Cardiology, Rigshospitalet



Prospective validation study of the
PredictND tool: Study design

Marie Bruun, Kristian Steen Frederiksen, Steen G. Hasselbalch

Background: The PredictND tool is a clinical diagnostic decision support
system aiming to combine and analyze patient data, including novel bio-
markers, in order to provide a comprehensive view of the individual pa-
tients” biomarker profile for earlier and more accurate diagnoses, as well as
monitoring disease progression.

Methods: PredictND is a prospective multicentre cohort study. A total of 800
subjects suspected of having a neurodegenerative disorder in early stage
will undergo a mandatory screening program at baseline. For each subject a
diagnosis, prediction of disease course and confidence level will be defined
by clinicians with and without the PredictND tool. Follow-up diagnosis after
18 months will be used as “gold standard diagnosis”.

Result: Primary outcome is change in diagnostic accuracy at baseline with
vs. without the PredictND tool in reference to the follow-up diagnosis. Sec-
ondary outcomes are change in confidence in baseline diagnosis, accuracy
and confidence in the disease course prediction.

Conclusion: In previous retrospective studies we have shown that the Pre-
dictAD tool improved confidence and accuracy of the Alzheimer’s disease
diagnosis. Likewise, it is expected that PredictND will be able to improve the
confidence and accuracy of the differential diagnostic of neurodegenerative
diseases.

University of Eastern Finland, Rigshospitalet - Denmark, VU University Medical Centre - The Nederland,
the University of Perugia - Italy and VT Technical Research Centre of Finland (VTT)
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Headache and nausea are reduced when
immunoglobulin is administered
subcutaneously versus intravenously

Lars H. Markvardsen’, Ingelise Christiansen?, Henning Andersen’,
Johannes Jakobsen'?

Background: Treatment with intravenous immunoglobulin (IVIG) often
leads to transient side effects such as headache and nausea during and after
the infusion. We hypothesized that subcutaneous administration of smaller
dosages of immunoglobulin (SCIG) given frequently leads to less severe
headache and nausea and could be an alternative route in patients experi-
encing side-effects.

Methods: Fifty-nine patients diagnosed with neurological disorders (chron-
ic inflammatory demyelinating polyneuropathy (CIDP), multifocal motor
neuropathy (MMN) or post-polio syndrome) were treated with IVIG and 27
patients with CIDP or MMN were treated with SCIG. For two consecutive
weeks daily registration of the severity of headache and nausea on a Visual
Analog Scale (VAS) from 0 to 100 mm was made.

Results: In the IVIG group headache reached a peak value of 20+24.0 mm
on VAS at day 4 versus 2.6+6.1 mm in the SCIG group on day 1 (P<0.0001).
Moreover, for nausea the IVIG group reached a peak value of 13.5+22.9 mm
at day 4 whereas the peak value 2.1+5.6 mm was reached at day 11 in the
SCIG group (P<0.0001).

Conclusion: Compared with IVIG, SCIG leads to less severe headache and
nausea and with no fluctuations correlated to the injections.

! Department of Neurology, Aarhus University Hospital
2 Department of Neurology, Rigshospitalet



Aquaporin-4-lImmunoglobulin
G-autoimmune syndrome in a
Paraneoplastic Context

KK. Soelberg, J. Grauslund, ST. Lillevang, and N. Asgari

Background: Serum autoantibody against the astrocytic water channel
aquaporin 4 (AQP4-IgG) is a biomarker for neuromyelitis optica spectrum
disorder (NMOSD). In some patients the presence of AQP4-IgG reflects a
tumor-driven immune response.

Methods: AQP4-lgG was measured with a recombinant immunofluores-
cence assay'. Clinical data and MRI were reviewed.

Case: A 64-year old man developed sudden loss of vision and reduced visual
field in both eyes. Visual acuity was 1/36 and 6/24 in the right and left eye,
respectively. The optic disc was swollen, mostly in the right eye and bilat-
eral optic neuritis (ON) was diagnosed by an ophthalmologist. Brain MRl and
cerebrospinal fluid (CSF) intracranial pressure were normal. CSF showed 4
leukocytes, oligoclonal bands and normal IgG index and protein level. At
follow-up after three month atrophy and visual loss (2/36) of the right eye
was apparent.

Two years earlier than ON the patient had been treated for thyroid cancer,
by thyroidectomy and radioactive iodine. Five years later he was diagnosed
with disseminated colon cancer. Further three years later he was still positive
for AQP4-1gG, had no relapse of NMOSD and died due to his cancer.

Conclusions: This case suggests that AQP4 autoimmunity may in some cas-
es have a paraneoplastic basis.

Department of Neurology, Vejle Hospital, DK, Department of Ophthalmology, Odense University Hospital,
Odense, DK and Institutes of Molecular Medicine, University of Southern Denmark, Odense, DK (KKS),
Department of Ophthalmology, Odense University Hospital, Odense, DK (JG), Department of Clinical
Immunology, Odense University Hospital, Odense, DK (STL), and Department of Neurology, Vejle Hospital,
DK and Institutes of Molecular Medicine of Southern Denmark, Odense, DK (NA)

" Asgari N, Nielsen C, Stenager E, Kyvik KO, Lillevang ST. HLA, PTPN22 and PD-1 associations as markers
of autoimmunity in neuromyelitis optica. Multiple Sclerosis. 2012;18(1):23-30.
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Trigeminal Neuralgia - introduction
and implementation of a new coherent
work-up and treatment regime

Stine Maarbjerg MD', Tone Bruvik Heinskou MD', Aydin Gozalov MD, PhD’,
Frauke Wolfram MD?, Per René Rochat MD?, Rigmor Hajland Jensen MD, PhD,
Dr Med Sci, Prof', Jes Olesen MD, PhD, Dr Med Sci, Prof', Jannick Brennum MD,
DrMed Sci? and Lars Bendtsen MD, PhD, Dr Med Sci’

Background: Diagnosis and treatment of patients with classical trigeminal
neuralgia (TN) lies in the hands of both medical and surgical specialties. Lack
of knowledge regarding treatment strategies and the severe pain intensity
render clinical management of TN challenging.

Aims: To describe the implementation of an accelerated treatment regime
for TN patients at the Danish Headache Center (DHC) and to report the flow
of patients during the first year after implementation.

Methods: First out-patient visit was booked 4-6 weeks after referral. Patients
initially referred to the department of neurosurgery were re-directed to DHC
for pre-surgical evaluation of diagnosis and optimization of medical treat-
ment. 3.0 Tesla MRI scan was performed within 6 weeks. Patients were fol-
lowed for at least two years with four fixed out-patient visits where medical
treatment was adjusted and the need for referral to neurosurgery was evalu-
ated.

Results: From May 2012 to April 2013, 72 patients entered the regime. Of
these 64% continued medical treatment. 36% where referred to neurosur-
gery. Initial feedback from patients and clinicians about the program was
very positive.

Conclusion: The newly implemented accelerated work-up and treatment
regime outlined here represents, according to initial feedback from patients
and clinicians, a marked improvement of our TN treatment.

' Danish Headache Center, Department of Neurology, Glostrup Hospital, University of Copenhagen,
Denmark

2 Department of Diagnostics, Glostrup Hospital, University of Copenhagen, Denmark

3 Department of Neurosurgery, Rigshospitalet, University of Copenhagen, Denmark



Quantitative electroencephalography
as diagnostic tool for Alzheimer’s disease
in adults with Down syndrome

Lise Cronberg Salem’, Anne Sabers? Troels W. Kjaer®, Christian Musaeus',
Martin Nghr Nielsen?, Anne Grete Nielsen*, Gunhild Waldemar’

Background: The assessment of dementia in individuals with intellectual
disability is often complex due to large variability in cognitive functioning
prior to dementia and lack of standardised measures to detect dementia.
Previous studies have indicated that quantitative electroencephalography
(QEEG) may be used as a diagnostic marker for AD in the general popula-
tion. The aim of this study was to examine the value of qEEG in the diag-
nostic evaluation of dementia in patients with Down syndrome (DS).

Method: Twenty-one patients with DS and mild to moderate dementia
due to Alzheimer’s disease (DS-AD) and 16 age-matched adults with DS
and no cognitive deterioration were included. Conventional EEG was
performed and the EEG recordings were analysed quantitatively using fast
fourier transformation. Seven frequency bands ranging from 0.5 - >14 Hz
for analysis were determined. QEEG outcomes were: Centroid frequency,
peak frequency, absolute power, and relative power.

Results: A significant decrease was identified for centroid frequency in
Thetal (4-7 Hz) band in several regions of the brain in patients as compared
to control subjects.

Conclusions: We found that qEEG can detect a significant decrease in cen-
troid frequency in patients with DS-AD as compared to adults with DS and
no cognitive deterioration.

" Memory Disorders Research Group, Danish Dementia Research Centre, Department of Neurology,
Copenhagen University Hospital, Rigshospitalet, Denmark

2 The Epilepsy Clinic, Department of Neurology, Copenhagen University Hospital, Rigshospitalet, Denmark

3 Neurophysiology Centre, Roskilde University Hospital, Denmark

4 Centre for Seniors With Disabilities, City of Copenhagen, Denmark
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Forkortet produktresumé

APO-go Pen, Apomorphinhydrochlorid. Injektionsvaske, oplasning.
Indikationer: Behandling af invaliderende, motoriske fluktuationer ("on-off"
feenomen) hos patienter med Parkinsons sygdom, som vedbliver pa trods af
individuel titreret behandling med levodopa (med en perifer decarboxylase-
haemmer) og/eller andre dopaminagonister:

Dosering*: APO-go Pen |0 mg/ml injektionsvaeske, er til subkutan brug ved in-
termitterende bolus-injektion. Udvzlgelse af patienter; som er velegnede til injek-
tioner med APO-go Pen: Skal vaere i stand til at genkende, hvornér “off""-sympto-
merne starter, og vare i stand til at injicere sig selv eller have en ansvarlig plejer,
som kan injicere dem. Patienten skal vaere startet behandling med domperidon,
normalt 20 mg tre gange dagligt i mindst to dage fer starten af behandlingen.
Apomorphin bgr pabegyndes i et kontrolleret miliz pa en specialklinik. Behand-
lingen ber overvages af en leege,med erfaring i behandlingen af Parkinsons syg-
dom. Patientens behandling med levodopa, med eller uden dopaminagonister; skal
optimeres, for behandlingen med APO-go Pen startes. Bestemmelse af greensedo-
sis. Den korrekte dosis til patienten bestemmes ved trinvise doseringer. Felgende
doseringsplan foreslas: | mg apomorphinhydrochlorid (0,1 ml), dvs. ca. 15-20 mik-
rogram/kg, injiceres subkutant under en hypokinetisk periode, eller "off "-periode,
og patienten observeres for motorisk reaktion i 30 minutter. Hvis der ikke opnés
en reaktion, eller der opnas en utilstraekkelig reaktion, injiceres en ny dosis pa 2 mg
apomorphinhydrochlorid (0,2 ml) subkutant, og patienten observeres igen i 30
minutter: Doseringen kan @ges med trinvise injektioner med mindst 40 minutter
mellem efterfalgende injektioner, indtil en tilfredsstillende motorisk reaktion er
opnaet. Oprettelse af behandling. Ndr den korrekte dosering er fundet, kan der
gives en enkelt subkutan injektion i nedre abdomen eller det udvendige lér ved de
forste tegn pa et "off "-tilfeelde. Det kan ikke udelukkes, at absorptionen varierer
med forskellige indstikssteder hos den enkelte. Derfor ber patienten observeres
i den naste time for at vurdere kvaliteten af dennes reaktion pd behandlingen.
Der kan foretages eendringer i doseringen i henhold til patientens reaktion. Den
optimale dosering varierer fra person til person, men nar den én gang er fundet,
forbliver den relativt konstant for hver patient. Forsigtighedsregler ved fortsat be-
handling: Den daglige dosis APO-go Pen varierer betydeligt fra patient til patient,
typisk fra 3 til 30 mg, der indgives som |-10 injektioner og sommetider helt op
til 12 separate injektioner om dagen. Det anbefales, at den samlede daglige dosis
ikke overstiger 100 mg, og at individuelle bolus-injektioner ikke overstiger 10 mg.
| kliniske studier har det vaeret muligt at foretage en vis reduktion i doseringen af
levodopa. Denne effekt varierer betydeligt fra patient til patient og skal styres af
en erfaren laege. Nar behandlingen er i gang, kan domperidon gradvist reduceres
hos nogle patienter, mens den hos nogle fa helt kan elimineres. Behandlingen af
ldre patienter med APO-go Pen har ikke adskilt sig fra behandlingen af yngre
patienter. Nyreinsufficiens: Samme doseringsplan som bruges hos voksne og aldre
patienter.

Kontraindikationer: Respirationsdepression, demens, psykotiske lidelser eller le-
verinsufficiens. Intermitterende behandling med apomorphinhydrochlorid er ikke
velegnet til patienter, som har en “on"-reaktion pé levodopa, og som plages af
alvorlig dyskinesi eller dystoni. Kendt overfalsomhed overfor apomorphin eller
et eller flere af hjeelpestofferne. APO-go Pen er kontraindiceret til barn og unge
under 18 ar.

Bivirkninger*: Meget almindelig (> 1/10) Almindelig (> 1/100 til < 1/10) lkke al-
mindelig (> 1/1.000 til < /100) Sjzelden (> 1/10.000 til < 1/1.000) Meget sjzlden
(< 1710.000) Ikke kendt (kan ikke estimeres ud fra forhandenveerende data). Blod
og lymfesystem Ikke almindelig: hamolytisk anami og trombocytopeni. Sjalden:

eosinofili. Immunsystemet Sjeelden: Pa grund af indholdet af natriumbisulfit kan der
forekomme allergiske reaktioner (herunder anafylaksi og bronkospasmer). Psykis-
ke forstyrrelser Almindelig: Neuropsykiatriske forstyrrelser er almindelige hos pa-
tienter med Parkinsons sygdom. APO-go skal bruges med sarlig forsigtighed hos
disse patienter. Neuropsykiatriske forstyrrelser (herunder forbigdende let konfu-
sion og synshallucinationer) er forekommet under behandling med apomorphin-
hydrochlorid. Ikke kendt: Det er blevet rapporteret at patienter i behandling for
Parkinsons sygdom med dopaminagonister; herunder apomorphin, iseer ved hgje
doser; kan udvise tegn pa patologisk spilletrang, @get libido og hyperseksualitet.
Disse er normalt reversible ved dosisreduktion eller seponering af behandlingen.
Nervesystemet Almindelig: Forbigdende slavhed ved hver dosis apomorphinhy-
drochlorid kan forekomme ved behandlingsstart; dette fortager sig saedvanligvis
i lzbet af fa uger. Apomorphin er forbundet med somnolens. Svimmelhed/omta-
gethed er ligeledes blevet rapporteret. lkke almindelig: dyskinesi i "on"-perioder:
Det kan i nogle tilfeelde veere alvorligt, og hos fa patienter medfarer at behand-
lingen mé afbrydes. Vaskulzere sygdomme Ikke almindelig: Postural hypotension
saedvanligvis forbigdende. Luftveje, thorax og mediastinum Almindelig: gaben. lkke
almindelig: vejrtraekningsproblemer. Mave-tarmkanalen Almindelig: Kvalme og op-
kastning, iszer i begyndelsen af behandlingen og seedvanligvis som resultat af, at der
ikke er givet domperidon. Hud og subkutane veev lkke almindelig: lokalt og uni-
verselt udslat. Almene symptomer og reaktioner pa administrationsstedet Meget
almindeligreaktioner ved injektionsstedet, isaer ved kontinuerlig brug. Dette kan
omfatte subkutane knuder, forhaerdning, erytem, smhed og panniculitis. Adskillige
andre lokale reaktioner (som irritation, pruritus, bla maerker og smerter) kan li-
geledes forekomme. Ikke almindelig: nekrose og ulceration ved injektionsstedet.
lkke kendt: perifere gdemer. Undersagelser Ikke almindelig: positiv Coombs test.
Swrlige advarsler og forsigtighedsregler vedrerende brugen*: Apomorphinhyd-
rochlorid ber gives med forsigtighed til patienter med nyre-, lunge- eller hjerte-/
karsygdomme og personer, som er tilbgjelige til at fa kvalme og opkastninger:
Ekstra forsigtighed anbefales ved starten af behandlingen hos eldre og/eller sveek-
kede patienter. Eftersom apomorphin kan fremkalde hypotension, ogsa nar stoffet
indgives med forudgdende behandling med domperidon, skal der udvises forsig-
tighed hos patienter med forudgdende hjertesygdomme eller patienter, som far
vasoaktive laegemidler; sa som antihypertensiva, iseer hos patienter med forudga-
ende postural hypotension. Apomorphin er associeret med lokale subkutane re-
aktioner: Nogle gange kan disse reduceres ved at skifte injektionssted eller muligvis
ved brug af ultralyd (hvis det stdr til radighed) p& omrdder med knudedannelse
og forhaerdninger: APO-go Pen |0 mg/ml injektionsvaeske, oplgsning, indeholder
natriumbisulfit, som i sjeeldne tilfaelde kan give voldsomme allergiske reaktioner og
bronkospasme. Hemolytisk anaemi og trombocytopeni har veeret rapporteret hos
patienter som behandles med apomorphin. Ligesom ved levodopa ber der jav-
nligt udferes haematologiske tests, ndr levodopa gives sammen med apomorphin.
Der ber udvises forsigtighed, nar apomorphin kombineres med andre leegemidler,
sarligt hvis der er tale om leegemidler med et snavert terapeutisk indeks. Neu-
ropsykiatriske problemer sameksisterer hos mange patienter med fremskreden
Parkinsons sygdom. Der er tegn pd, at neuropsykiatriske forstyrrelser hos nogle
patienter kan blive forveerret af apomorphin. Serlig forsigtighed ber udvises, nar
apomorphin anvendes hos sddanne patienter. Apomorphin er sat i forbindelse
med somnolens og andre dopaminagonister er sat i forbindelse med episoder,
hvor patienten pludseligt falder i savn, specielt om dette, og de ber rades til at
vaere forsigtige, hvis de farer motorkeretgj eller betjener maskiner; mens de er i
behandling med apomorphin. Patienter; der har oplevet somnolens, skal undlade

at fere motorkeretgj eller betjene maskiner: Reduktion af dosis eller seponering
af behandlingen ber desuden overvejes. Ludomani, @get libido og hyperseksualitet
har vaeret rapporteret hos patienter i behandling med dopaminagonister; herun-
der apomorphin, for Parkinsons syge. Interaktioner: De fleste patienter tager ogsa
anden medicin for Parkinsons sygdom. | de ferste stadier af behandlingen med
apomorphinhydrochlorid skal patienten overvages for usadvanlige bivirkninger
eller tegn pa potensering. Neuroleptiske lzegemidler kan have en antagonistisk
virkning, hvis de anvendes sammen med apomorphin. Der er en potentiel inter-
aktion mellem clozapin og apomorphin. Clozapin kan imidlertid ogsa anvendes
til at reducere symptomerne af de neuropsykiatriske komplikationer. Det er ikke
undersggt, hvorledes apomorphin pavirker plasmakoncentrationen af andre lege-
midler. Derfor tilrades forsigtighed med at kombinere apomorphin med andre
leegemidler; szrligt hvis der er tale om leegemidler med et snavert terapeutisk
indeks. Antihypertensive og hjerteaktive legemidler: Selv nar apomorphin indgi-
ves sammen med domperidon, kan det potensere de antihypertensive virkninger;
som disse legemidler har. Graviditet og amning: Ingen erfaring med behandling til
gravide. Forseg hos dyr indicerer ingen teratogene virkninger, men doser til rotter;
som er toksiske for moderen, kan medfgre andedraetssvigt hos det nyfedte afkom
. Den potentielle risiko for mennesker er ukendt. APO-go Pen mé kun anvendes
under graviditet, hvis det er tvingende ngdvendigt. Det vides ikke om apomorphin
udskilles i modermzlk. En afgarelse om amningen skal fortsattes/afbrydes eller
om behandlingen med APO-go Pen skal fortsattes/afbrydes ber treffes ved at
overveje fordelen ved at barnet ammes og moderens fordel ved at fa APO-go
Pen. Virkninger pa evnen til at fare motorkeretgj eller betjene maskiner: Mark-
ning. Patienter, som oplever somnolens, skal oplyses om, at de skal undlade at
fore motorkerets) og undgd at deltage i aktiviteter (feks. betjening af maskiner),
hvor nedsat opmzrksomhed kan bringe deres eget eller andres liv og helbred i
fare, medmindre patienten har overvundet disse bivirkninger. Overdosering: Kun
begreaenset klinisk erfaring med overdosering med apomorphin anvendt med den-
ne indgivelsesmade. Symptomer pa overdosering kan behandles empirisk som
foresldet nedenfor: Voldsomme opkastninger kan behandles med domperidon.
Respirationsdepression kan behandles med naloxon. Hypotension: Der bgr tages
passende forholdsregler, f.eks. kan fodenden af sengen haeves. Bradykardi kan be-
handles med atropin.

Tilskud: Ikke tilskud Udlevering: B. Pakninger og priser (ESP) 1816,05 (per Dato
12.01.12: Aktuelle priser findes pa www.medicinpriser.dk

De med * markerede afsnit er omskrevne eller forkortede i forhold til Lage-
middelstyrelsens godkendte produktresume, som vederlagsfrit kan rekvireres hos
Nordicnfu Care.
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