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Neurogenic orthostatic hypotension is usually assumed to be due to a problem with
subnormal norepinephrine being released from peripheral sympathetic nerves (the post-
ganglionic sympathetic neurons). In many disorders, norepinephrine levels will be

low. When there is subnormal norepinephrine released, there is impaired vasoconstriction
reduced intrathoracic volume. The absence of an appropriate baroreflex increase in heart
rate as blood pressure falls is the presence of neurogenic orthostatic hypotension. If the
heart rate increases excessively, this is usually a sign of dehydration. However, the
presence of anincrease in heart rate does not exclude neurogenic orthostatic
hypotension. In vasovagal syncope, or reflex syncope, the opposite occurs, namely the
heart rate falls during the so-called reflex syncope, and this can oftentimes be reduplicated
with a person on a tilt test.

The neurodegenerative diseases that most often produce significant baroreflex dysfunction
are the synucleinopathies. These will be described in part 2.

One note about orthostatic neuropathy changes. We already mentioned post-ganglionic
autoimmune autonomic ganglionopathy (AAG). We described metabolic disorders such as
diabetes but did mention a vitamin deficiency, such as B12, can cause this also. Uremia
rarely can cause it, that is, renal disease that is advanced. However, other autoimmune
disorders, such as Sjogren’s syndrome and systemic lupus erythematous, can also cause
orthostatic hypotension. Other rare genetic disorders, such as Fabry disease and sodium
channelopathies, can also cause orthostatic hypotension. When we described toxic
effects, we often see alcohol and chemotherapeutic agents as causing autonomic
neuropathy damage and orthostatic hypotension. Oftentimes, a muscle weakness is
associated with these types of autonomic failure as it is with the infectious types, which
can be seen with HIV, Chagas disease, leprosy, and other rare disorders. A very rare form of
autonomic failure associated with muscle weakness is Eaton-Lambert syndrome,
myasthenia gravis, and botulism.



