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Does Ampreloxetine Help People With Symptomatic 
Neurogenic Orthostatic Hypotension Feel Better?

 of TD-9855 (Ampreloxetine) in Participants With
 Symptomatic Neurogenic Orthostatic Hypotension

Background
 •

•

Researchers wanted to learn if an investigational medication (ampreloxetine)
could help adults diagnosed with symptomatic neurogenic orthostatic
hypotension (symptomatic nOH) 

When people living with symptomatic nOH stand, or sit up quickly, they may 
experience symptoms such as lightheadedness, dizziness, or the feeling that 
they are about to black out 

•

•

•

•

The purpose of this study was to learn whether ampreloxetine is able to improve 
blood pressure and lessen symptoms in people living with symptomatic nOH, 
and to assess its safety and tolerability

Ampreloxetine is not currently approved 

 

•

What Kind of Study Was This?
This was a Phase 2 study, which meant that all the participants had been diagnosed 
with the condition being studied, which in this case was symptomatic nOH 

 

A Phase 2 clinical trial is the second stage of human research development, in
which researchers try to find out if the study medication works to help people
diagnosed with a particular disease (efficacy) and if it is safe

Participants who enroll in this type of study will either get active medication 
or a placebo “sugar pill”
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When Was This Study Done?
• This 3-part Phase 2 study started in September 2017 and ended in December 2018 

• The study took place in six different doctors’ offices across the United States

What Happened During the Study?

During the study

• Study participants had their blood pressure and heart rate taken at various 
   times during the study and in different positions: when they were lying down, 
   sitting up, and standing

• Participants were asked a series of questions about the symptoms related to
   problems with having low blood pressure, and how those symptoms affected 
   their daily activities

• The Part A participants who appeared to see improvement in their symptoms
   (of lightheadedness, dizziness, or concern they were about to black out) 
   could enroll in Part B

• Participants in Part B received either ampreloxetine or placebo

• Study participants from Parts A and B were allowed to enroll in Part C 

• Participants in Part C were given ampreloxetine for up to 20 weeks 
   (approximately 5 months), after which ampreloxetine was stopped; for 4 weeks 
  (approximately 1 month) after ampreloxetine was stopped, participants were still 
  followed up by researchers to see what happened after ampreloxetine was withdrawn

        - Participants were able to take other medication (midodrine and/or 
           droxidopa) for the 4-week follow-up period
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What were the most common 
adverse events?

What were the clinical effects 
of ampreloxetine?

How did this study help?
• Ampreloxetine was well tolerated
• For most participants, once-daily ampreloxetine improved symptomatic nOH for up to 
   20 weeks, with worsening of symptoms after ampreloxetine was stopped
• These encouraging results led to the initiation of Phase 3 studies in larger numbers 
    of participants, which are currently ongoing

Constipation
Hypertension
Headache
Urinary tract infection 
        

What study drug did each participant take?

What did we want to learn 
during the study?

A Phase 2 Study to Investigate Ampreloxetine in the Treatment
of Symptomatic Neurogenic Orthostatic Hypotension (nOH)
[Ampreloxetine is being investigated for the treatment of symptomatic nOH and is not yet approved]

THANK YOU to the participants 
who took part in this clinical 
study and their caregivers

Placebo Ampreloxetine

What is symptomatic nOH?
• In symptomatic nOH, the nerves that control blood pressure do not work adequately 
• When people with symptomatic nOH sit up or stand up, blood pressure falls, with 
   symptoms of dizziness, lightheadedness, and feeling faint
• Symptomatic nOH occurs in people with multiple system atrophy, 
   Parkinson's disease, and pure autonomic failure

Does ampreloxetine 
work better than 

placebo?

PART B

Does the effect of 
ampreloxetine 

last?

PART C

Which dose of 
ampreloxetine 

works?

PART A

Who took part in the study?

MALE FEMALE

34
10
21PART A

PART B
PART C AGE RANGE

51-83

TOTAL
PARTICIPANTS

34

Day 1
single dose

Days 2-5
   single dose 2.5-20 mg

Participants did not know whether 
placebo or ampreloxetine was being taken 

Participants nor study investigators knew whether 
placebo or ampreloxetine was being taken 

Participants and study investigators 
knew ampreloxetine was being taken 

Day 1
single dose

Day 1
single dose 

(most common dose 15 mg)

Once a Day
(most common dose 10 mg)

PART A

PART A

5

4
1

2

2

2

4

PART B PART C

PART B PART C5 days 1 day 20 weeks

5- and 10-mg doses of ampreloxetine 
were most effective at increasing 
sitting and standing blood pressure

Ampreloxetine increased standing 
blood pressure and improved symptoms 
of lightheadedness, dizziness, and 
feeling faint for up to 20 weeks

Ampreloxetine increased sitting and 
standing blood pressure more than placebo

PART A

PART B

PART C
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Part B: 1-Day Inpatient Study to Show if Ampreloxetine Works
 •

 •

 •

 
•

Part C: 20-Week Outpatient Study to Show if the E�ects of Ampreloxetine Last 
 • The third part of this study was “open-label,” which meant that everyone  (participants, 
doctors, and staff) knew what medication(s) the participants were taking 

 • Participants in Part C could have been in Part A or Part B; twenty-one (21) 
individuals participated in this part of the study

 • Every participant received 
 ampreloxetine for up to  
an  additional 16 weeks 
 (approximately 4 months),  
and then ampreloxetine  
was stopped 

 • Participants could take other 
 medications (midodrine and/or

 
 

(approximately 1 month)

Study Design
Part A: 5-Day Inpatient Study to Show Which Dose of Ampreloxetine Is E�ective

 •
and study staff knew what dose of medication each participant was being given 

 • On Day 1, participants received a placebo pill

  

 • On Day 2, participants were given a pill containing the active medication, 
and the dose was doubled each day for the next 3 days (Days 3–5) until the last  
ampreloxetine dose of 20 mg was given

 • Participants were followed up for a total of 4 weeks

Single-Blind Study

The doctor knew whether the
 participant was taking placebo
 or ampreloxetine

1 2 3 4 5
  Study Day

The participant did not know
 whether he/she was taking
 placebo or ampreloxetine

Placebo 2.5 mg 5 mg

Ampreloxetine

10 mg 20 mg

4

Some Study Participants From Part A Took Part in Part B 

Double-Blind Study
Neither the doctor nor the participant knew

 whether the participant was taking placebo
 or ampreloxetine

Single Dose of Ampreloxetine 

Single Dose of Placebo

Randomization
Participants were assigned to receive
ampreloxetine or placebo by chance

PART A PART B

5

  Week 4 Week 20 Week 24
 

First Dose  Last Dose End of

 

Ampreloxetine  Ampreloxetine Study

Short-Term
Treatment

Long-Term
Treatment Follow-Up

  
Open-Label Study

Both the doctor and the participant knew
that the participant is taking ampreloxetine

 

September 2020 September 2020

        - A placebo (the “sugar pill” participants received on Day 1) is an inactive
            substance, which looks and tastes just like the study drug, but does not contain
            any medication

The second part of the study was “double-blind”: none of the participants, doctors, 
or staff knew what treatment each participant was given (whether it was
ampreloxetine or placebo)
    - This way, the participants, doctors, and staff could not be influenced by 
       knowing which drug had been taken

Ten (10) participants from Part A, who had some response to ampreloxetine, got 
either ampreloxetine or placebo
“Randomization” helps to make
sure there is fair comparison
between two similar treatment
groups, so the treatment results
are as accurate as possible
    - A computer program randomly 
       picked which participants got
       ampreloxetine and which got 
       placebo
At the end of the study, the study
investigator told researchers which 
participants took ampreloxetine
and which took placebo 



Who Took Part in This Study?

People could take part in this study if they
 • Had been diagnosed with symptomatic nOH

 • Were male or female; women could not be pregnant or breastfeeding

 • Were at least 40 years old

For more information on who could take part, please visit the website 
listed on the last page of this summary.
 • A total of 34 people were enrolled in the study and took study drug at least once

 - Part A=34 participants; Part B=10 participants; Part C=21 participants

Participants in Part A

34 participants started Part A

 Study doctor  Adverse Participant
 decision event*  decision

29 participants completed
all 5 days of dosing

5 participants discontinued
the study before completing

all 5 days of dosing

*Any medical problem experienced
by participants during the study

Participants in Part B

Most common dose of
ampreloxetine was 15 mg

10 participants started Part B

5 participants received
ampreloxetine

5 participants received
placebo

All participants completed Part B

Participants in Part C

21 participants
started Part C

17 of these participants had
moderate to severe symptoms

of nOH 

13 participants completed Week 4

8 participants completed Week 20

7 participants completed Week 24

Study doctor
decision

9 participants discontinued
ampreloxetine treatment

Adverse
event

Participant
decision
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What Were the Results of the Study?
A total of thirty-four (34) people were in the study and took the   
study drug at least once
 • Part A=34 participants; Part B=10 participants; Part C=21 participants
 • Of the thirty-four (34) participants enrolled in the study, twenty-two (22)   

participants were male and twelve (12) female
 • Participants ranged from 51 to 83 years old; the average age was 65 years

 • Ampreloxetine at doses of 5 and 10 mg resulted in the greatest number of 
   participants with a 10-mmHg increase in seated blood pressure   
 

 
• Ampreloxetine increased standing blood pressure for up to 9 hours 

• Symptoms of nOH improved in most participants and worsened to pretreatment 
   levels after ampreloxetine was stopped
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Last Dose
(8 symptomatic

participants)

End of Study
(7 symptomatic
participants) 

Did symptoms
improve? Did this effect last?

What happened
when ampreloxetine

was stopped?

First Dose
(17 symptomatic

participants)
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4 weeks after stopping ampreloxetine,
symptoms had worsened back to 

pretreatment levels  

What Medical Problems Did Study Participants 
Have During the Study?

• During a study, any medical problems experienced by participants are called 
 “adverse events”

• Adverse events are considered “serious” if they are life-threatening or if they 
cause lasting problems

• Adverse events may not be caused by the study medication

• Most adverse events were mild or moderate in severity

• Five (5) participants had serious adverse events, which were considered not to be related 
to ampreloxetine

1

• The two most common adverse events in Part A were headache (2 events) and 
   constipation (2 events) for placebo, and headache (4 events) and urinary tract 
  infection (2 events) for ampreloxetine   

Placebo Ampreloxetine (all doses)

8 9

Symptoms 
improved by
an average 
of 2 points

2

2

2

4

Constipation              
Headache
Urinary tract infection

Week 24
Symptoms remained 

improved by an 
average of 3 points

Week 20

Symptoms improved
by an average of 4 points

Week 4Week 1

Part A: Ampreloxetine Increased Seated Blood Pressure 

Part B: Ampreloxetine Increased Standing Blood Pressure 
Most Common Adverse Events

Part A
Part C: Ampreloxetine Improved Symptoms of Symptomatic nOH for
             up to 20 Weeks of Treatment 
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 • One (1) participant who was taking ampreloxetine had an adverse event 
(urinary tract infection) in this part of the study 

 • All but three (3) study participants had at least one adverse event during this 
part of the study 

 

 • The two most common adverse events in Part C were urinary tract infection  
(5 events) and hypertension (4 events)  

 • Five (5) participants temporarily stopped and then restarted ampreloxetine 
because of adverse events

Summary of the Phase 2 Study (3 Parts):  

 • Ampreloxetine was generally well tolerated

 • For most participants, once-daily ampreloxetine improved symptomatic nOH 
for up to 20 weeks with return of symptoms after ampreloxetine was stopped

How Did This Study Help?
• The results of this study helped researchers determine what dosage level of 
 ampreloxetine may be effective in making some symptomatic nOH participants 

feel better with not many adverse events 

• This summary shows the combined main results from only one study 

• The results from an individual study participant may be different 

• Other studies may provide new information or different results 

• You should always talk to your doctor about making any medication changes

Where Can I Learn More About This Study?
Research Sponsor:                                      Theravance Biopharma Ireland Limited
c/o Theravvance Biopharma US, Inc.

 
 

901 Gateway Boulevard, South San Francisco, CA 94080

Medication Studied: Ampreloxetine, Placebo 

Protocol Number: 0145

National Clinical Trial Number: NCT02705755

• You can find more information about this study on the National Institutes of 
   Health website at www.ClinicalTrials.gov 

• Once you are on the website, enter “NCT02705755” into a search box and click “Search”
 

What’s Next?
• The next stage in development is a Phase 3 study, which includes large numbers 
  of study participants who are all diagnosed with a particular disease

• Researchers will seek to confirm the efficacy and safety identified in the Phase 2 studies

• There are three Phase 3 studies that are currently ongoing and enrolling 
   participants with symptomatic nOH

10 11

Urinary tract infection                 

Hypertension
Urinary tract infection              
        5

4

1
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Part B

Part C

Preclinical

Laboratory
studies

Study
participants

Drug approved

Phase 1 Phase 2 Phase 3 Phase 4

Study
participants


