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Background
• In up to 10% of pati ents with frontotemporal dementi a 

(FTD), the disease is caused by changes or mutati ons in a 
gene called GRN that makes a protein called progranulin 
(PGRN).1

• Most GRN mutati ons lead to insuffi  cient PGRN in the brain 
to ensure proper functi on.2

• To increase the levels of PGRN in the brain, a potenti al 
new gene therapy called PBFT02 has been developed by 
Passage Bio, Inc.3,4

• PBFT02 is a one-ti me gene therapy that delivers a healthy 
working copy of the GRN gene to the brain, which then 
makes more PGRN, reducing or eliminati ng the protein 
defi ciency in pati ents with FTD-GRN. 3,5

• Gene therapy off ers a way to deliver a healthy working 
copy of the gene using an envelope called the adeno-
associated virus (AAV) vector (a way to deliver geneti c 
material into cells).4

Preclinical Evidence
• Passage Bio tested several AAV vectors for GRN gene 

delivery and selected the one that led to the greatest 
increase in PGRN levels (Figure 1).6

• When PBFT02 was tested in monkeys it was shown that 
the delivery of a functi onal human GRN gene to the 
brain resulted in a substanti al increase of PGRN levels 
in cerebrospinal fl uid surrounding the brain6 (Figure 1, 
red arrows).

upliFT-D – A First-in-Human Clinical Trial
Trial Design
• All pati ents will receive treatment in the upliFT-D trial (Figure 2).5,7

• Cohort 1: pati ents will receive a low dose of PBFT02; Cohort 2: pati ents will receive a higher dose of PBFT02; and 
Cohort 3: an opti onal third dose level may be studied, depending on the results from the fi rst 2 groups.5,7

Figure 3 Treatment Durati on8

Figure 2 The upliFT-D Trial Design5,7
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Figure 1 Producti on of PGRN Following the Administrati on 
of AAV Vectors Carrying the Human GRN Gene to the 
Monkey Brain6

Additi onal Informati on for Pati ents 
and Caregivers
• Pati ents with FTD may be eligible for enrollment in clinical 

trials of investi gati ve therapies, so an early diagnosis is 
criti cal. Caregivers should reach out to their health care 
professional to learn more.

Links to Resources
• If you would like to learn more about FTD or the upliFT-D 

clinical trial, please visit: ft dclinicaltrial.com.  
• Please contact Passage Bio to learn more about the 

upliFT-D clinical trial: htt ps://passagebioclinicaltrials.com/
Frontotemporal-Dementi a/#contactForm.
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• Pati ents will be followed for up to 5 years, including a 2-year main study and a 3-year safety extension study (Figure 3).8

Goals of the Clinical Trial
• The upliFT-D clinical trial5 is designed to provide informati on about the safety, eff ecti veness, and appropriate dosing of 

PBFT02 gene therapy in pati ents with FTD-GRN (Figure 4).7

• Safety and effi  cacy will be monitored with diff erent types of tests.

Key Eligibility Criteria5,7

• To be eligible to join this clinical trial, parti cipants must:
– be aged 35 to 75 years
– have a diagnosis of FTD with a confi rmed GRN mutati on
– have mild FTD symptoms
– have no complicati ng medical conditi ons and
– be living in the community.

• There are other criteria that must be met in order to join this clinical trial.5

How will gene therapy be administered?
• Parti cipants will receive a single injecti on of the PBFT02 gene therapy into 

a region called the cisterna magna,5,7 which is the space between the brain 
and the spinal cord; the injecti on will be administered by an interventi onal 
radiologist or a neurosurgeon.9

SAFETY
Is the treatment…
• Safe?
• Causing side eff ects? 

If so, what are they?

DOSING
Do diff erent doses…
• Change the 

eff ecti veness of the 
potenti al treatment?

• Change the type and 
intensity of side eff ects?

EFFECTIVENESS
Does the treatment…
• Help improve 

cogniti ve functi ons?
• Help improve 

behavioral and 
language symptoms?

Figure 4 Data Collecti on in the upliFT-D Clinical Trial5,7

https://bit.ly/3SvWKuC

Gene Therapy
Administrati on

24-Month Main Study

Final Analysis at 24 Months

Treatment

Day 1

Follow-up

Long-term Eff ectsIniti al Analysis at 12 Months

36-Month Extension Study

COHORT 2
n = 3

COHORT 1
n = 3

Cohorts are 
someti mes 

called groups

OPTIONAL 
COHORT 3

n = 3

Checkpoints allow a group of independent doctors to:
• Review safety and effi  cacy results
• Recommend whether it is safe to

proceed to higher dose levels

Independent 
Review

HIGHER DOSE(S)
LOW DOSE

GS3534_273843_Passage Bio__ISFTD Caregiver Poster S06.indd   1GS3534_273843_Passage Bio__ISFTD Caregiver Poster S06.indd   1 10/26/22   12:54 PM10/26/22   12:54 PM


