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Bladder dysfunction in young patients with Parkinsons disease 

Authors:

Kristian Winge*, Lene M Werdelin*, Kurt Krøyer#, and Hans Stimpel#.

* Dept of Neurology, H:S Bispebjerg Hospital and # Dept of Urology, HS Frederiksberg Hospital 

Purpose:
To evaluate PD patient’s bladder function in a population within whom age related bladder dysfunction is rare, and to evaluate the effect of medication on bladder function.

Methods:
30 patients younger than 60 years old with Idiopatic Parkinsons disease, are investigated using questionnaire, Parkinson's disease rating scales, and urodynamics. Urodynamics is performed both when in normal medical treatment and without having taking medication for a washout period of more than 2 half lives. The cystometry is analysed blinded to the patient's status.
 
Results:
28 patients have been included, and 23 (17 male and 6 female) have completed the investigations. Mean age is 54,5 years, mean duration of disease 7,3 years  and mean Hoehn & Yahr stage is 2,0. 65% had significant complaints on questionnaire (Dan-PSS). Interestingly 59% showed detrusor instability during medication, where as only 46% did after wash out (p=0,36). No statistical differences where found in bladder capacity 206 ml vs. 218 ml (medicated vs. unmedicated), p=0,36. So far, a trend towards a correlation between stage of disease and change in bladder capacity is seen in medicated stage (p=0,11), and this trend lessens after washout (p=0,25), indicating that dopaminergic stimulation has an effect on bladder control in early PD but not in later stages (H&Y>2). 

Conclusion:
These preliminarily data show that the effects of medications are unpredictable, but indicate that dopamine plays an significant role in bladder control and that effects of 

anti-PD medication lessens as the disease progresses. When the full sample size has been investigated, conclusions regarding correlations between disease stage, duration as well as medication and bladder dysfunction may be found.
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Neutralizing anti-interferon-( antibodies modulates biologic response to interferon-( and MRI activity in multiple sclerosis patients

Thomas Tscherning, Christian Ross, Henrik Kahr Mathiesen, Annika Langkilde, 
Katja Clemmesen, Klaus Bendtzen and Per Soelberg Sorensen

Background: 

Several studies have described neutralizing anti-IFN-( antibody (NAB) among patients receiving IFN-( for multiple sclerosis (MS), but only a few studies have addressed the question of a correlation between NAB, the (-2-microglobulin ((2M) biologic response to IFN-(, and disease activity on magnetic resonance imaging (MRI). 

Design/Methods: 

27 consecutive MS patients were assed for the biologic response to IFN-( injection by measurement of (2M concentrations. NAB-levels were determined by a cytopathic virus assay. Monthly brain MRI with gadolinium contrast were performed for 3 months. 

Results: 

NAB-positive patients had significantly more gadolinium-positive lesions compared to NAB-negative patients (p=0.012). In concordance with the hypothesis of a correlation between the biologic response to IFN-( and the disease activity, 12 patients with a rise in (2M after IFN-( injection had significantly fewer lesions than 15 patients who did not respond to injection of IFN-( (p=0.040). 

Conclusions: 

High levels of NAB in MS patients hamper the biologic response to IFN-(, and consequently are related to high disease activity on MRI.
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Two genome-wide linkage disequilibrium screens in Scandinavian 

multiple sclerosis patients 

Datta Pameli*a, Harbo Hanne*b, Spurkland Anneb, Ryder Larsa, Sawcer Stephend, Åkesson Evac, Celius Elisabethb, Helena Modinc, Magnhild Sandberg-Wollheimc, 
Kjell-Morten Myhrb, Oluf Andersenc, Jan Hillertc, Per Soelberg a, Arne Svejgaarda, Alastair Compstond, Frode Vartdalb, Annette Oturaia 

*These authors contributed equally

University of Copenhagen, Denmark a, Oslo and Bergen, Norwayc; and of Lund, Huddinge and  Goteborg, Sweden d, and Cambridge, England e
Background: 

Unknown genetic factors contribute to the susceptibility of multiple sclerosis (MS). 

Objective: 

To identify gene regions containing putative susceptibility genes in MS in a genetically homogenous Scandinavian population. 

Methods: 

Two independent Scandinavian genome-wide screens for linkage disequilibrium have been performed, using pooled DNA and a dense map of 6000 microsatellite in two independent sets of case-control material. 
Results: 

Statistical data for both screens combined were available for 3360 markers. Twenty-three markers showed statistically significant differences between case-control allele-image-patterns in both screens, among these the HLA marker D6S2447. A top five list of best markers consisted of the markers D6S2447  (6p21), D19S552 (19q13), D11S1986 (11q23), MYCL1 (1p34) and D12S377  (12q23).

Conclusions: 

We identified four novel genetic regions possibly contributing to the genetic susceptibility to MS among Scandinavians. 
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Pharmacological Treatment of Suspected Neuropathic Pain. 

Outcome is not related to Evidence of Nervous System Lesion

Peter Vestergaard Rasmussen1, Troels Staehelin Jensen1, Søren Hein Sindrup2, 

Flemming W. Bach1
1Danish Pain Research Center and Department of Neurology, Aarhus University Hospital,

2Department of Neurology, Odense University Hospital.

Aim:

Prediction of treatment response in patients suspected of neuropathic pain (NP) represents a major clinical challenge. We tested the hypothesis that patients with clear evidence of nervous system lesion respond better to pharmacological therapy than patients with poor or no evidence of nervous system lesion.

Method:

214 patients with suspected non-malignant NP (pain diagnosis ranged from neuropathy, peripheral nerve lesion, central pain and PHN to myofascial pain) were divided into 

4 groups with increasing evidence of nervous system lesion based on medical history, bedside sensory examination, quantitative sensory tests, electrophysiology and neuroimaging. Patients were treated with imipramine guided by plasma-drug concentrations. In case of treatment failure or if imipramine treatment was not possible, gabapentine 2400 mg/day was given. 

Results:

200 patients completed the study. Global pain relief was similar in the 4 groups. There was no association between evidence of nervous system lesion and treatment outcome. Neither were abnormal temporal summation, cold and brush allodynia, or abnormal sensibility to temperature indicative of outcome. Treatment outcome was similar in definite NP of peripheral and central origin. 

Conclusion:

Neither evidence of nervous system lesion nor presence of abnormal sensory phenomena are predictors for therapeutic outcome with imipramine or gabapentine in patients with suspected NP.
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Impaired motor function in long term follow up after Guillain-Barré syndrome

Charlotte la Cour, Department of Neurology, Aarhus University Hospital

Aim: 


To study motor function after Guillain-Barré syndrome (GBS).

Background:


GBS is selflimiting but recovery is not always complete. The degree of remaining weakness after GBS is unknown. We examined the residual motor weakness quantitatively in a population based study.

Material:


All patients with a confirmed diagnosis of GBS in Aarhus county during 1989-99 were included. Controls were matched for age, sex, height and weight. 

Methods: 


Symptoms and signs of neuropathy were scored with the NSS and NDS. Nerve conduction studies, reinnervation studies by macro-EMG and measurement  of ancle dorsal flexion peak torque (PT) by isokinetic dynamometry were conducted. 

Results:


37 patients and 37 controls participated, 26 men and 11 women in each group. Mean age was 46 years and mean time since diagnosis 68 month (14-159). There was no difference in daily fysical activity between the groups. Patients had more symptoms and signs of neuropathy than controls (p<0,001). Mean PT in patients was 27,8 NM (±8,6) and in controls 32,0(±7,4), p=0,026. Mean PT in patients was 88% of that in controls. There was a negative correlation between PT and reinnervation, r=0,46, p<0,01.

Conclusion:


Long term follow up of GBS patients demonstrates reduced dorsal ancle flexion indicating permanent damage to the motor fibers.

Bidrag til Mogens Fog Foredragskonkurrence år 2003
The Role of the p75 Neurotrophin Receptor on Morphology of 

Dorsal Root Ganglion Cells in Axotomized Diabetic Mice

Jiang Y., Jakobsen J.

Department of Neurology, Aarhus Universityhospital

Aims:

To determine the effect of neurotrophin p75 receptor in experimental diabetes on morphology of intact or axotomized dorsal root ganglion (DRG) cells in mice.

Methods:

Four groups of C57BL/J6 (p75+/+) and p75 receptor knockout (p75-/-) mice were included: (A) non-diabetic P75+/+ (n, 8), (B) streptozotocin diabetic P75+/+ (n, 9), (C) non-diabetic p75-/- (n, 9), (D) streptozotocin diabetic P75-/- (n, 9).Unilateral sciatic nerve was crushed and the mice survived 26-28 days before vascular perfusion. Cell number and volume of DRG cells were determined with stereological methods.

Results:

In intact side, the numbers of total DRG cells were 12259±1123, 11894±983, 4221±790 and 4484±581 in groups A, B, C and D; the geometric mean perikaryal volumes (95%CI) were 11165 μm3 (10325-12074), 9727 μm3 (8851-10690) (P=0.014), 13841μm3 (12593-15213) and 13174μm3 (12402-13993), respectively. The absolute loss of total DRG cells on the axotomized side were 3038±1475, 2788±1248, 219±996 and 580±572 in group A, B, C, and D. The neuronal loss was mainly due to loss of the B cell subtype.

Conclusions:

(1) There was no loss of intact DRG cells in diabetic p75+/+ and p75-/-mice,  (2) Perikaryal volume was reduced in diabetic p75+/+ mice, but not in diabetic p75-/- mice. (3) A major neuronal loss after axotomy was observed in diabetic and non-diabetic P75+/+ mice, the neuronal loss in both p75-/- groups was minor.

In summary, the p75 receptor might be involved in DRG-cell shrinkage in diabetes and in DRG-cell apoptosis after axotomy independent of the presence or absence of diabetes.
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Axonal excitability after long term regeneration: a noninvasive approach 
M. Moldovan, J. Sørensen, C. Krarup 

Dept. of Clinical Neurophysiology, Rigshospitalet; Div. of Neurophysiology, Panum Institute, Univ. of Copenhagen

Following Wallerian degeneration, peripheral axons can regenerate and, given a proper pathway, reconnect with targets. In spite of this capacity, the recovery of function after a nerve lesion is clinically unsatisfactory in part due to the abnormal membrane properties caused by disturbances in channel distribution and function in regenerated axons. The purpose of our study was therefore to asses the internodal and nodal membrane maturation process of regenerated nerve fibers, with particular emphasis on ion channel function, for extended periods after target reinnervation. The investigations were carried out in cats with experimental tibial nerve lesions and selected patients with traumatic median nerve lesions by means of a noninvasive electrophysiological technique in vivo (Bostock et al, Muscle Nerve 2000;399). The functional characteristics of regenerated nerve were further tested under various transient conditions including cooling, ischemia and polarization. 
The data indicate that the maturation of membrane properties of regenerated motor nerve fibers takes place over longer periods after target reinnervation than previously considered and that some functional abnormalities may be permanent. The noninvasive nature of our investigations allows direct application to studies in the clinical situation and may be particularly relevant in the evaluation of new treatment procedures.
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Involvement of the amygdalae in the generation of dream content

PRIVATE 
Ian Law1, 5, Peter L Madsen1, Mikael Jensen2, Søren Holm2, Gordon Wildschiødtz3, 
Torben E Lund4, Olaf B Paulson1, 4

1 The Neurobiology Research Unit, N 9201, 2The PET and Cyclotron Unit, KF 3982, Department of Clinical Physiology & Nuclear Medicine 3Department of Psychiatry, Copenhagen University Hospital, Rigshospitalet, 4Danish Research Centre for Magnetic Resonance, 5Department of Clinical Physiology & Nuclear Medicine, Hvidovre Hospital, Denmark.

Object: To localize the neural correlate of rapid eye movement (REM) sleep dream content.

Method/Results: Indirect measurements of neural activity during polysomnographically verified REM sleep with confirmed dreaming using regional cerebral blood flow determined by positron emission tomography (PET). The relative intensities in 9 behavioural categories were subjectively rated and analysed for inter-correlations using principal component analysis. The first principal component explained 33 % of the total variance and had positive loadings primarily on sensori-motor, verbal and emotional content and could, from the dream narratives, be related to increased arousal. Successful PET measurements were obtained in 7 subjects with a total of 26 REM sleep dreaming conditions. Images were analyzed using statistical parametric mapping correlating factor scores with regional activity showing significant symmetrical correlations in the amygdalae (Fig 1).

Discussion: The results coincide with animal and human studies attributing to the amygdalae pivotal roles in mediating emotional and social behaviours, implicating a retained physiological and behavioural significance during dreaming. Although the applied technique cannot segregate amygdaloid activity emanating from the evaluation and recognition of the emotional dream content from memory recall, the prolonged and emotionally salient themes of many dreams suggest a primary role in the shaping of the narrative dream plot, and could be used to support the “threat simulation” hypothesis of dream function.
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The neural substrate for skilled tool use

Daniela Balslev, Christian Gerlach, Finn Å. Nielsen*, Ian Law, Olaf B. Paulson

Neurobiology Research Unit, Rigshospitalet

* Informatics and Mathematical Modelling, DTU

Mapping the cortical lesion in apraxic patients has led to the hypothesis that the left parietal cortex (LPC) is important for skilled tool use  QUOTE "1" 
1
. We used functional magnetic resonance to test whether LPC

(a) recognises visuoproprioceptive patterns associated with tool use

(b) contributes to skilled tool use.


First, eleven healthy volunteers held a manual device and saw a cursor move on a computer screen. The visual and proprioceptive feedback from the movement were 
either (i) congruent, producing the experience of using a familiar tool - a computer 
mouse, or (ii) incongruent, disrupting such an experience. Compared with the 
incongruent condition, the congruent condition activated LPC.

Then, the subjects tracked a moving target on a screen using either (i) a mouse they were familiar with or (ii) a novel mouse, in which the position of the cursor on the screen was rotated 180 degrees around the y-axis. In LPC, practice with the new mouse increased the neural activity towards the values measured for the mouse they were familiar with.

These findings are most easily accounted for by assuming that LPC is the site where visuoproprioceptive representations underlying skilled tool use are stored. This storage may be dysfunctional in apraxic patients.

1. 
Maher, L. M. and Rothi, L. J. G. Disorders of skilled movement. Boller, F. and Grafman J. Handbook of neuropsychology.  3, 269-283. 2001. Amsterdam, Elsevier . 
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Attention: More than emotion in medial inferior prefrontal cortex

Jacob Geday1 , Albert Gjedde 1,2 and Ron Kupers1,2

1. PET Centre and 2. Centre for Functionally Integrative Neuroscience (CFIN), Aarhus University Hospital, Aarhus, Denmark

The medial inferior prefrontal cortex is the area most consistently activated in emotional activation paradigms. It is suggested to be involved in attention. If a cognitive task is present, the attentional choice between that task and incoming emotional information should be more difficult for emotional pictures than for neutral, leading to activation of the medial inferior prefrontal region. We imposed an implicit cognitive task, namely recognition of earlier seen pictures, to test this hypothesis.
We measured rCBF in five healthy middle-aged male subjects looking at familiar pictures from the Empathy Picture System (see www.geday.net/EPS). The experimental design matched that of a previous study done with novel pictures (Geday et al. 2002), except that the subjects had seen and rated all the pictures before the PET study. Comparison between the two studies revealed larger rCBF increases in the medial inferior prefrontal cortex during presentation of familiar than novel emotionally evocative pictures to neutral. Consistent with less relative rCBF decrease associated with novel stimuli. In both studies rCBF increased significantly in the inferior temporal cortex during the presentation of emotionally evocative pictures. 

The finding of higher rCBF activations in the medial inferior prefrontal cortex by the familiar than the novel pictures is consistent with the hypothesis that this region selects between competitive inputs from different brain regions rather than is processing emotion alone. 

References
Geday JA, Boldsen AS, Gjedde A, Kupers R., (article in press, NeuroImage 2002)
Phan Neuroimage 2002
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Risk of stroke associated with non-steroidal anti-inflammatory drugs:

A nested case-control study 

Søren Bak, MD 1,4,Morten Andersen, MD 2, Ioannis Tsiropoulos, MD 4, Luis Alberto García Rodríguez, MD 3, Jesper Hallas, MD 2, Kaare Christensen, MD 1, David Gaist, MD 1,4


1Epidemiology and 2Clinical Pharmacology, Institute of Public Health, University of Southern Denmark, Denmark. 3Centro Español de Investigación Farmacoepidemiológica, Madrid, Spain.4Department of Neurology, Odense University Hospital, Denmark

Background:
Non-steroidal anti-inflammatory drugs (NSAIDs) may affect the risk of stroke through inhibition of platelet cyclooxygenase-1. We performed a population-based case-control study to estimate the risk of stroke in users of NSAIDs.

Methods:

All patients with a first ever stroke discharge diagnosis in the period 1994 to 1999 were identified. We selected 40.000 random controls from the background population. Information on drug use was retrieved from a prescription registry. Odds ratios were adjusted for age, sex, calendar year and use of other medication. To evaluate the 
effect of potential confounders not recorded in the register, we analysed data from population-based surveys with detailed information on risk factors.
Results:

The cases were classified as intracerebral haemorrhage (N=659), subarachnoid haemorrhage (N=208) and ischaemic stroke (N=2717). The adjusted odds ratio of 
stroke in current NSAID users compared with never users was 1.2 (95% CI, 0.9-1.6) 
for intracerebral haemorrhage, 1.2 (95% CI, 0.7-2.1) for subarachnoid haemorrhage 
and 1.2 (95% CI, 1.0-1.4) for ischaemic stroke. The survey data indicated that additional confounder control would not have led to an increase in the relative risk estimates.

Conclusions 

Current exposure to NSAIDs is not a risk factor for intracerebral or subarachnoid haemorrhage. Furthermore, NSAIDs probably offer no protection against first ever ischaemic stroke.
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Central pain after spinal cord injury (SCI) is common and thought to be related to lesion of the spinothalamic tract. The purpose of this study was to demonstrate additional mechanisms of SCI pain. Twenty-three SCI patients with traumatic lesions above Th10 (14 with central neuropathic pain and 9 without pain) underwent MRI examination. Extent of lesion on axial images was quantitatively assessed as percentage of 1) grey substance, 2) dorsal-, 3) antero-lateral-, and 4) dorso-lateral columns based on standardized drawings made by a neuroradiologist blind to patient history. At the level of maximal cord injury, lesions involved the entire cord on axial images in 21 of 23 patients. Rostral to the main injury, the first image with an incomplete lesion showed significantly more involvement of grey matter in pain than pain free patients (p = 0.004). In animal models of SCI, spinal grey matter lesions lead to hyperexcitability of spinal cord neurons through disinhibition via loss of interneurons. We hypothesize, that spinothalamic tract lesion together with neuronal hyperexcitability caused by lesion of inhibitory interneurons at the rostral end of injury lead to central pain.
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Muscle pain  is often associated with muscular trigger points. Motor endplate activity is found at trigger points.

Our aim was to determine whether motor endplates are more sensitive  to nociceptive stimuli than elsewhere in the muscle. 21 healthy subjects participated in two experiments, with a minimum of one week apart. A standardized needle electromyogram (EMG) was used to search for endplate activity. The subjects were randomly chosen to receive either 30 (g capsaicin 5% or hypertonic saline 5%. The spontaneous needle pain was recorded on a visual analogue scale (VAS) for each movement of the needle. An electronic VAS was used to record the evoked pain. The pressure pain detection threshold (PPDT) was measured before and after injection.

Findings:

The spontaneous needle pain at the endplates differed both in intensity and quality from pain elsewhere in the biceps muscle. Area under curve for capsaicin pain at the endplates was larger than that at the control sites. The maximal pain and time to reach maximal of pain after hypertonic saline were significantly different at the endplates compared with  the control sites. Pressure pain detection threshold was significantly lower at the motor point compared with that at the control point. Both capsaicin and hyperton saline reduced PPDT at the motor point and at control point . Reduced PPDT after  capsaicin or hypertonic saline was not specific for the motor point compared with control point.  

Interpretations: 

Spontaneous and evoked pain differed depending on whether the stimulation is at motor endplates or distant from such.  A higher density of  sensory nerve endings (A –δ or 
C-fibres) at the vicinity of an endplate may  account for difference in pain. 
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We used post-mortem magnetic resonance (MRI) guidance to obtain paired biopsies 
from the brains of four patients with clinical definite MS.  Samples were analysed for 
the immunoreactivity (IR) of the three NO synthase isoforms (inducible, neuronal and endothelial NOS), and enzymatic NO synthase activity. 

MRI guided biopsies documented more active plaques than macroscopic examination 
and histological examination revealed further lesions. Inducible NOS (iNOS) was the dominant IR isoform, while reactive astrocytes were the dominant iNOS expressing cells in active lesions. NOS expressing cells were widely distributed in plaques and in white and grey matter that appeared normal on MR and macroscopically. Endothelial NOS was highly expressed in intraparenchymal vascular endothelial cells of MS patients. A control group matched for age and sex showed no such changes. Our data support the hypothesis that NO is a pathogenetic factor in MS, and that the pathological process in MS is strongly expressed in brain regions that appear normal by MRI.
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Background: 

The adrenocorticoid stress-response in humans may induce secondary brain damage in acute stroke.

Materials and methods: 

This prospective study was based on single determination of s-cortisol in 172 patients included within 24 hours of stroke onset, 50 % within 12 hours of stroke onset.   We investigated the relations of s-cortisol to neurological deficit measured by Scandinavian Stroke Scale (SSS), lesion volume on CT-scan, blood glucose on admission, pulse rate, blood pressure, body temperature, deteriorating stroke, and outcome.

Results: 

In a multivariate logistic regression analysis s-cortisol was independently related to death within 7 days of stroke onset, OR (odds ratio) Cortisol + 100 nmol/l 1.4 (CI 95% 1.1 - 1.8) as well as to death within 3 months of stroke onset, OR cortisol + 100 nmol/l 1.3 (CI 95 % 1.1 - 1.5).  S-cortisol correlated to SSS (( = -0.45, p<0.001), to body temperature (( = 0.27,  p<0.001), pulse rate (( = 0.26, p<0.001), and to lesion volume (( = 0.38, p<0.001). S-cortisol was related to neurological deterioration. S-cortisol was positively related to the presence of insular damage in the 50 % of patients with less severe stroke.

Conclusion: 

The adrenocorticoid stress-response appears to increase acute stroke mortality. S-cortisol was related to stroke severity and markers reflecting stroke severity.
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Background: 

We investigated if cardiac troponin I (cTnI) in acute stroke was related to sympatico-adrenal stress, acute inflammatory response, and insular damage. We also investigated 
if cTnI was related to outcome at 3 months.

Patients and methods: 

The study was based on 179 patients with CT-confirmed acute stroke and study inclusion within 24 hours of stroke onset.

Results: 

CTnI was detected in 35 % of all patients and in 63 % of patients who died within 3 months. TNF-( and cortisol were independently related to detection of cTnI: TNF-( + 100 pg/ml OR 1.4 (CI 95% 1.1 - 2.0), cortisol + 100 nmol/L OR 1.1 (CI 95 % 1.01 - 1.2). SSS and age was also included in this model and did not reach significance. CTnI level was, together with age, stroke severity and pre-stroke mRS, but not s-cortisol, an independent explanatory variable of outcome at 3 months (death or dependency) OR 1.6 (CI 95% 1.1 - 2.6). cTnI was not related to insular involvement.

Conclusion: 

In this study sympathico-adrenal stress and acute inflammation was independently related to cTnI, which was predictive of 3 months prognosis. 
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Neuro-imaging with specific receptor ligands are now being widely used in the diagnosis or evaluation of progression of Parkinson’s disease (PD). Studies have shown loss of pre-synaptic dopamine transporters in striatum in PD in accordance with loss of dopaminergic neurons in Substantia Nigra.

We have used Dopamine transporter imaging and Single Photon Emission Computerized Tomography (SPECT) in the evaluation of patients with PD before and after implantation of deep brain stimulation (DBS) electrodes in the subthalamic nucleus.

Methods:

Twenty-one patients with advanced levo-dopa responsive PD with fluctuations were referred to surgery. The patients were evaluated pre-operatively and 3 and 12 months post-operatively. Evaluation included UPDRS in defined OFF (no anti-parkinsonian medication over-night for 12 hours) and in best ON using regular medication (defined by patient and physician).  

The first 7 patients were investigated with the receptor ligand [123I](-CIT, the last 14 patients with [123I]FP-CIT.

Results:

The mean total UPDRS score (0-199) improved in the ON state from 68.6 (43-99) to 53.0 (14-107) 12 months after the operation. The mean improvement in UPDRS 4 was 68%. Mean reduction of anti-parkinsonian medication was 20%.

The pre-operative SPECT investigations showed a substantial loss of dopamine ransporters in accordance with severe PD. Bilateral reduction of specific to non-specific striatal uptake was found in all patients. Three months after the operation the mean percentage change from baseline was +7%. Twelve months after the operation the mean change was 0%

Conclusion:

One year after the operation the mean striatal uptake was unchanged compared to pre-operative values. This supports the theory, that STN stimulation may halt a progression of disease. However, the unexpected changes in the early post-operative faze after 3 months suggests the possibility that neurosurgery and high frequency stimulation in STN may influence or modulate the expression of DAT receptors in the striatum unrelated to disease progression.
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Hypothesis: 

It is possible to quantify the degree of muscle atrophy in patients with neuropathy using simple ultrasonographic measurements of selected foot muscles. 

Material and methods: 

The foot muscles of 10 CMT patients (type 1 or 2) and 10 matched control persons were evaluated using real-time-ultrasound. Muscle Cross-Sectional-Area (CSA) and muscle thickness were measured at two well defined scanning positions of the extensor digitorum brevis (EDB) and the intrinsic footmuscles (MIL) of the 1st interstice. In addition isokinetic muscle strength measurements, motor nerve conduction studies, quantitative sensory examinations and clinical evaluations were performed.

Results: 

In patients mean CSA of EDB was 77 + 54 mm2  as compared to 172 + 44 mm2 p in controls (p<0,01). The mean EDB thickness was 4,6 + 1,5 mm and 8,2 + 1,2 mm in patients and controls, respectively (p<0,001).  The mean MIL thickness was 24,1 + 5,0 mm in patients as compared to 39,1 + 2,4 mm in controls (p<0,001).

Correlations could be established between CSA of EDB and strength of ankle dorsal flexors and knee extensors in controls (r=0.68  p<0.05 and r=0.78  p<0.01, respectively) and in CMT patients (r=0.49  n.s. and r=0.65  p<0.05, respectively).

Conclusion: 

Ultrasonic evaluation of foot muscles enables detection of muscle atrophy which correlated to muscle strength in normal subjects and in CMT patients. Ultrasound is 
a non-invasive and safe imaging technique suitable for quantifying muscle atrophy in research and in clinical practice.
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Cortical spreading depression (CSD) has never been demonstrated unequivocally in human neocortex by direct electrophysiological recording. A similar phenomenon - 
peri-infarct depolarisation (PID) - occurs in experimental models of stroke, and causes 
the infarct to enlarge. Present knowledge of the mechanisms of deterioration in the days following brain injury in humans has not yielded any effective drug treatment. This study sought clear evidence for the occurrence and propagation of CSD in the injured human brain.

Methods: 

In 14 patients undergoing neurosurgery following head injury or intracranial haemorrhage, we placed electrocorticographic (ECoG) electrodes near foci of damaged cortical tissue. 

Results: 

Transient episodes of depressed ECoG activity that propagated across the cortex at rates in the range 0.6-5.0 mm/minute were observed in 5 patients; this rate of propagation is characteristic of CSD. We also observed, in 9 of the 14 patients, transient depressions of ECoG amplitude that appeared essentially simultaneous in all recording channels, without clear evidence of spread. 

Conclusions: 

These results indicate that CSD or similar events occur in the injured human brain, and are more frequent than previously suggested. Based on these observations, we suggest that the related phenomenon, peri-infarct depolarisation, is indeed likely to occur in boundary zones 
in the ischaemic human cerebral cortex.
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Myoclonus-dystonia syndrome (MDS) is an autosomal dominant disorder with incomplete penetrance characterized by myoclonus or dystonia or frequently a combination of both without other signs of neurological dysfunction.

MDS is almost always alcohol responsive, in accordance with the earlier name: “inherited dystonia with lightning jerks responsive to alcohol”.

In 1999 MDS was linked to a 28cM region of chromosome 7q21-q31(1.) and in 2001 the gene was identified to be epsilon-sarcoglycan gene (SGCE)(2.) . Two additional loci for MDS has been reported on chromosome 11q and 18p, respectively.

We report on two families who were independently referred with dystonia.

The three probands and fifteen relatives were examined clinically and blood samples were collected. Linkage analysis was performed in one of the families with two affected children, before the gene was identified. The markers D7S515 and D7S492 were used.

Sequence analyses of all eleven exons were done on DNA from the probands, and of the relevant exon on DNA from all relatives.

Nine affected were found in three generations in the two families. The affected individuals had laryngeal myoclonus and most of them had more severe dystonia of the legs than usually reported. 

The linkage study showed a lod score of 0,3.

A not earlier reported deletion (974delC or R325X) in exon 7 in SGCE was found in the three probands, the six affected relatives and in one non-affected carrier.

This finding gave the suspicion that the two families could be related which was verified by a genealogical study.

Ref.:

1.
Nygaard TG, Raymond D, Chen C, et al. Localization of a gene for myoclonus-dystonia to chromosome 
7q21-q31 Ann Neurol 1999; 46: 794-8

2 
Zimprich A, Grabowski M, Asmus F, et al. Mutations in the gene encoding epsilon-sarcoglycan cause 


myoclonus.dystonia syndrome Nat Genet 2001; 29: 66-9
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Introduction

Chemokines are cytokines with special effect on cellular traffic and homing. The chemokine receptor CCR5 is a co-receptor for HIV and displays a genetic polymorphism: a CCR5 deletion mutation (CCR5D32 allele) in the gene is common in the general population, with no deleterious effect even in the homozygous individuals. CCR5 may influence cell traffic through the blood-brain barrier and is expressed on Th1 cells, on monocytes, macrophages and microglia and increased expression is found in MS lesions.

In previous studies the CCR5 deletion mutation has failed to show protection against MS, but Barcellos et al. found a higher age at onset in patients carrying the deletion and Sellebjerg et al. observed that CCR5D32 was associated with a lower risk of recurrent clinical disease activity. Thus, carriers of CCR5D32 gene might have a milder disease progression in MS 

We have determined the CCR5 polymorphism in 436 Danish MS patients all treated with interferon beta and their clinical data has been recorded.

Materials and methods

A nationwide survey of all Danish MS patients treated with interferon beta has been established initiated by the Danish MS registry. This data set comprising of 436 consecutively collected patients all treated with interferon beta and analysed with regard to the relation between the genetic marker CCR5(32 and the clinical parameters: age at onset, mean progression index, time to first relapse after start of IFN treatment and time to first sustained progression (EDSS>= 1). 

Typing for CCR5 delta was performed by PCR with primers spanning the deletion resulting in a 157bp respectively 125bp fragment. A total of 89 patients carried the deletion (in homo- or heterozygous state).

Statistical analyses were performed by the Mann-Whitney test and in case of censored data Kaplan-Meyer tables and the log rank test was used.

Results

The mean age at onset and the mean progression index were not significantly different between the carriers and non-carriers of the deletion.

Neither the time from IFN treatment to first relapse nor the time to worsening in disability evaluated, as one step in the EDSS score were significantly different.

Conclusion

Investigation of CCR5 deletion mutation in 436 MS patients all with RR-MS and all treated with betainterferon failed to show protection against disease progression and displayed no relation to the time to first relapse after treatment with IFN. Furthermore, this study could neither confirm result from Barcellos that patients carrying CCR5D32 had later age at disease onset nor the finding of Sellebjerg et al. that CCR5D32 was associated with a lower risk of recurrent clinical disease activity. 
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