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Abstract {Summary)

In skeletal muscle, loss of newronal nitric oxide synthase (ANOS) from the sarcolemma has been obsenved in & few muscular dystrophies and myopathies. However, the extent of this
phenomenan, its mechanism, and its physiological impact are not well understood. Using immunafuorescent staining for NOS, a survey of 161 patient biopsies found absent or reduced
sarcolemmal aNOS in 43% of patients. Patient mobility and muscle functional status correlated with nhOS mislocalization from the sarcolemma. Mouse models of inherited and acquired
myopathies showed similar loss of sarcolemmal sNOS and impaired mobilty and muscle function. A proteomic approach, using mass spectrometry and diferentially labeled control and
steroidinduced myopathy (SIM) mouse samples, found novel nNOS binding proteins including alpha-actinin-3 (ACTN3), which exhibited decreased interaction with nNOS afer steroid
treatment. i revealed 2 potential explanation for impaired muscle function in SIM as nhOS interactions were last at the sarcomere and gained at the sarcoplasmic reficulum impairing
contractiity. Treating iNOS-deficient mice with steroids demonstrated that loss of sarcolemmal nhOS reduces muscle contractiity and strength in SIM through increased nitic oxide (NO)
signaling. In SIN mice treated with  nitnc oxide donor and steroids, nitric oxide partially protects the muscle from atrophy and improves muscle fatigabilty and recovery suggesting nhOS
mislocalization also decreases NO availabilty. These findings show that loss of sarcolemmal iNOS is @ comman phenomenon that negatively impacts muscl function. Therapeutic
strategies targeting nNOS or NO signaling need to allow for the complexity of local nitrc oxide content and cellular context.
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Abstract

In 1980 a new hereditary myopathy with adult onset was described in a swedish family. The most
characteristic feature of this myopathy was the sarcoplasmic inclusion bodies (SB), seen in the muscle
biopsies. Distal muscle weakness seemed to be the most prominent early symptom. In this paper we have
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University dissertation from Stockholm : Karolinska Institutet, Department of Clinical Neuroscience

AUTHOR : Birgitta Hedberg; Karolinska Institutet.; Karolinska Institutet.; [2005]
KEYWORDS : MEDICIN OCH HALSOVETENSKAP; MEDICAL AND HEALTH SCIENCES;

ABSTRACT : In 1980 a new hereditary myopathy with adult onset was described in a swedish family. The most
characteristic feature of this myopathy was the sarcoplasmic inclusion bodies (SB), seen in the muscle
biopsies. Distal muscle weakness seemed to be the most prominent early symptom. READ MORE
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Sarcoplasmic body myopathy .

University dissertation from Stockholm : Karolinska Institutet, Department of Clinical Neuroscience
AUTHOR: Birgitta Hedberg; Karolinska Institutet.; Karolinska Institutet.; [2005]
KEYWORDS: MEDICIN OCH HALSOVETENSKAP; MEDICAL AND HEALTH SCIEMCES;

ABSTRACT: In 1980 a new hereditary myopathy with adult onset was described in a swedish family. The most
characteristic feature of this myopathy was the sarcoplasmic inclusion bodies (SB), seen in the muscle biopsies.
Distal muscle weakness seemed to be the most prominent early symptom. In this paper we have further analysed
the phenotype to distinguish the different stages of myopathy; from a subclinical stage to a fully developed
myopathy with patients requiring wheelchair for ambulation. We have found that even the subclinical cases have
these specific sarcoplasmic bodies in their muscle biopsies together with elevated creatine kinase (CK) levels. The
sarcoplasmic bodies from the symptom-free carriers have now been thoroughly studied by transmission electron
microscopy on epoxy embedded material, supplemented with ultrastructural immuno cytochemistry on muscle
tissue from one patient. The SB s were found to be of different shapes, from homogenous electrondense
structures, with distinct borders, to a more mottled appearance. It was earlier suggested that mutant, abnormal
stable desmin might be the cause of the sarcoplasmic bodies due to deficient break-down of desmin. A mutation of
the desmin gene has now been excluded as a possible cause of this myopathy. It seems, however to be a
dramatic upregulation of desmin and also of vimentin in the highly affected patients. The increase of vimentin might
be explained by upregulation in immature regenerating muscle cells. However, the cause of elevated desmin levels
is more difficult to explain. The presence of sarcoplasmic bodies, as a presymptomatic phenomenon, mosthy
combined with increase in CK, is helpful in establishing possible carriership of the mutant gene in symptomfree
family members.
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Proteomic analysis of the function of DMPK, the myotonic dystrophy protein kinase
Luciano, Brenda Sierra, 1965- (Massachusetts Institute of Technology, 2001)
Myotonic Dystrophy type 1 (DM1), the most common form of adult-onset skeletal muscle dystrophy, if
caused by expansion of a CTG repeat sequence embedded in the 3'UTR of a gene which encodes a
threonine kinase, DMPK. ...

Hardware and software for hand-held electrical impedance myography measurement
prototype system

Cooper, Roshni C (Massachusetts Institute of Technology, 2008)

This thesis discusses the need for a more quantitative, objective, and non-invasive method of
neuromuscular disease assessment. Currently, the best solution to this problem requires large, bulky
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Myotonic Dystrophy type 1 {(DM1), the most common form of adult-onset skeletal muscle dystrophy, is

caused by expansion of a CTG repeat sequence embedded in the 3'UTR of a gene which encodes a serine
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John, Michelle (2014) The extra-pulmonary effects of chronic obstructive pulmonary disease
(COPD). PhD thesis, University of Mottingham.
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Abstract M e
Rationale

Cardiovascular disease (CWVD) is a leading cause of mortality in patients with COPD. Aortic
stiffnress. measured using aortic pulse wave velocity (PVWW). an independent, non-invasive.,
predictor of CW risk:; and inflammatory markers are increased in COPD. Screening tools for
community based identification of increased CWVD risk, and a proactive approach to addressing
primary prevention of CWD is needed. Statins modulate aortic stiffness and are anti-inflammatony,
but are not currently used for primary prevention in COPRPD.
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Bourque, Simon D. (2011) Mechanisms Linking Lipid Metabolism and Longevity in Yeast. PhD thesis, Concordia University.
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Abstract s

Proper control of lipid metabolism in the endoplasmic reticulum, lipid bodies, peroxisomes and mitochondria is essential for longevity regulation
However, the molecular mechanisms linking longevity and lipid metabolism in these organelles have not been defined prior to studies describe:
here. The establishment of such mechanisms operating in chronologically aging yeast was the objective of my thesis.
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& Genome-Wide Association Study of the Woody Breast Myopathy in Broiler
Chickens

Cilkiz. Kubra (2018-08-06)

rate. That is presumed to contribute to development of new myopathies, which mainly impairs the
nutritional value of the meat and meat quality, and in turn, affects consumer acceptance. A recent
and prominent example is woody breast (WB) myopathy...
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Throughout the performance horse industry, the occurance of various muscle disorders is common
and can be detrimental to the performance and longevity of equine athletes. Research has
revealed effects of diet manipulation, ..
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Throughout the performance horse industry, the occurance of various muscle disorders)
is common and can be detrimental to the performance and longevity of equine athletes |
Research has revealed effects of diet manipulation, exercise, and electrolytel
supplementation on the symptoms and occurrence of disorders like exertional
rhabdomyolysis (ER). However., there has been no investigation on effects of Mg on|
muscle function in horses during exercise. Six Quarter Horse mares were used to stud

the effects of varying levels of Mg on indices of muscular dysfunction during 3|
standardized exercise test (SET) on a highspeed treadmill. Three rations were used
over three 28 d periods: control (Trt 1). low Mg (Trt 2). and high Mg (Trt 3). A baselin

SET was conducted prior to day O (Trt 0). Blood samples were taken during the SET a
rest. immediately post. 1 h. 6 h. and 24 h post exercise for analyses of serum muscl

enzymes and Mg concentrations. Heart rates (HR). respiration rates (RR). and recial
temperatures (RT) also were documented. Mo effect of Trt was observed on HR or RR a
any point throughout the SET. Resting RT?s were lowest in Trt O (P<0.05). There wa

no Trit effect on blood lactate (LA) during the SET. however, blood glucose (GLU}) at res
in Trt 2 was lower than Trt 0 (P<0.05) Treatment had an effect on both resting serum




