Outline of Lecture 38 (01-30 PP; Calabresi)

Demyelinating Disease
Demyelination (myelin is stripped off) vs dysmyelination (myelin not formed properly)

Acknowledgement of non-MS demyelinating disease


- Central pontine myelinolysis: a result of quick hyponatremia correction [Sect 4/Lec 34]

- Progressive multifocal leukoencephalopathy (PML): due to JC virus, usually subacute & fatal

- Subacute combined degeneration: vitamin B12 deficiency


- Marchiafava-Bignami disease: affects corpus callosum & frontal lobe; cause and Rx unknown


- Acute disseminated encephalomyelitis (ADEM): usually follows viral illness, resembles MS
MULTIPLE SCLEROSIS

Epi: disease of young adults, female > male

Clinical

- Symptoms:  visual (esp optic neuritis due to “central” myelination ( central scotoma & loss of red colors), sensory (numbness, tingling), fatigue, motor, bowel/bladder, sexual, cognitive and psychiatric


- Signs: sensory loss, UMN syndrome, impaired coordination and action tremor (cerebellar), nystagmus/diplopia/monocular visual loss, incontinence, depression/memory loss, fluctuation with temperature


- Diagnosis: 2 CNS neuro events separated in time and space w/o better explanation, OR 1 neuro event w/ MRI lesions; often IgG bands in CSF


- Natural history: relapsing/remitting phase (demyelination/remyelination) followed by progressive phase

Pathophysiology not clear, but involves



- Associated with viral trigger


- Autoimmune etiology involving T cells somehow crossing the BBB and releasing cytokines that damage myelin and consequent axonal loss



- Genetic factors


Pathology



- Gross: periventricular plaques (especially at angles of ventricles)


- Histology: myelin loss starting perivenous then expanding; perivascular inflammation of foamy M( and T cells; astrocytic proliferation secondary to oligo loss


Principles of MS therapy


- 5 FDA-approved drugs: IFN-beta (3 drugs), glatiramer (small peptide mimic of myelin), mitoxantrone


- Also: other immunosuppressives and symptomatic treatment



- Early treatment is best

