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Introduction

Typically, a drop in blood pressure upon standing is detected by baroreceoptors in the walls of large arteries. Figure 3
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HO H NH Figure 3: Changes in most measures (16/17) of signs and symptoms of orthostatic hypotension from
DDC randomization to the end of study favored Northera treated patients relative to placebo treated
patients. Importantly, improvements were observed in the ability to perform activities requiring standing
\ HoH for a short time (p<0.05), standing for a long time (p<0.01), activities requiring walking for a short time
HO #—%—H Dopamine (p<0.05), in the composite OHDAS (p<0.01) and in the composite global OHQ (p<0.01) scores.
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Northera is an oral pro-drug that increases central and peripheral nervous system levels of =
norepinephrine (NE). Northera is converted to the sympathetic neurotransmitter norepinephrine (NE) ..g
through a single decarboxylation step by the endogenous enzyme 3,4-dihydrophenylalanine (DOPA) ‘z. 80-
decarboxylase. Northera as an alternative precursor to norepinephrine, can provide an exogenous o
source of norepinephrine to adrenergic neurons that are involved in the maintainance of blood pressure. £
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The safety and efficacy of Northera was evaluated in a study of patients with NOH resulting from PAF, MSA and Visi
PD (N=101). We describe here results from this study for a subset of patients with NOH and PD (N=44). isit

. . ) . L Figure 4: Standing systolic blood pressure at the end of study was elevated in the droxidopa treated
The optimal dosg of Northgra_ for each patient was determined in an open-label titration protocol (100 - 600 mg group by an average of 14.7 mmHg compared with baseline.
t.i.d.). (see stopping rules in figure 2).

Patients continued on their optimal dose of Northera in open-label treatment for one week and were then
randomized (1:1, double-blind) to receive either Northera or placebo for two additional weeks. Safety

Table 2: Overall AEs
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. There is evidence of substantial benefit for Northera using the composite OHQ (combined OHSA and
OHDAS scales) (p<0.01)
Table 1: Demographics . There is substantial evidence of efficacy of Northera in PD patients
PD Patients » 16 of 17 outcomes with positive trends or statistically significant results
»  Significant improvement in the patients ability to perform activities of daily living as measured by
Placebo Northera the OHDAS
Numb f . Benign safety profile (adverse events comparable to those seen with placebo)
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Patient 23 21 . Data from this study support previous studies that standard doses of DDI used in PD do not inhibit the
atients effect of Northera
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