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About FTD

Frontotemporal dementia (FTD) is a fatal, progressive adult-onset FTD is one of the most common causes of early-onset dementia worldwide and
neurodegenerative disease affecting the frontal and temporal lobes of the brain is estimated to affect ~60,000 patients in the US and ~110,000 patients across
FTD and PGRN and is characterized by declining behavioral, linguistic, and executive function.?? Europe. FTD tends to occur between the ages of 40 and 65.34

FTD may be misdiagnosed as Alzheimer’s disease or a mental health issue rather than a neurological disorder.
Changes in behavior occur in the early stages of the disease and may include?:

PBFT02 and
Clinical Trial

Genetic Testing
Loss of inhibition Apathy Social withdrawal Hyperorality Ritualistic compulsive
(mouthing of objects) behaviors
Discussion o~ FTD may progress into immobility and the inability Survival averages 8 years following the
Questions ( % to speak and/or understand speech.>*¢ = onset of neurocognitive decline.’

Though there are currently no disease-modifying therapies approved for the treatment of FTD, Passage Bio is

References

exploring the therapeutic potential of elevating progranulin (PGRN) levels for the treatment of a genetic form of FTD.® l Pa s s a g e B io
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An estimated 25%-30% of FTD cases are inherited in an autosomal dominant manner. Of those, most are caused by mutations or genetic alterations in the GRN, C%orf72,
or MAPT genes. In 5%-10% of patients with FTD, the disease is caused by an inactivating mutation in the GRN gene, leading to a PGRN deficiency (eg, FTD-GRN).7-12

Genetic Testing

25%-30% of all FTD cases
have a known genetic cause.”°

Discussion KHOWp Mutations in the GRN, C9orf72, or MAPT
Questions genetlc genes are the most common causes of
genetic FTD in inherited cases.*3
cause
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What is PGRN?

Progranulin (PGRN) is a protein made by the GRN gene which
plays a critical role in safeguarding the health and survival of
different types of cells.!?

PGRN is mainly expressed by microglial cells and neurons in the
central nervous system (CNS). Sufficient levels are important to
help cells survive, grow, and control inflammation.!

Why PGRN matters

PGRN deficiency may lead to neuronal dysfunction

in several ways, including!:

Lysosomal dysfunction

Activation of the microglial inflammatory response

Synaptic disruption

Transactive response DNA binding protein 43 kDa (TDP-43)
pathology, a common hallmark in neurodegenerative conditions
where PGRN levels are depleted

Reduced PGRN levels have been implicated as a risk factor for many neurodegenerative diseases, including FTD:

|

Lysosomal dysfunction

Microglial inflammatory
response

Progranulin Synaptic dysfunction @
TDP-43 pathology
Decreasein Neuronal dysfunction, pathological Vulnerability of neurons in Neurodegeneration
PGRN levels changes, and inflammation affected regions
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key role in FTD-GRN

FTD-GRN is a genetic form of FTD
caused by a mutation in the GRN gene
that leads to a deficiency of PGRN.
Treatments that selectively elevate
PGRN levels in people with FTD-GRN

. . may slow or halt the progression of
Discussion the disease. 1!

Questions Restored lysosomal
function

Genetic Testing

References

Achieving high PGRN levels in the CNS may improve outcomes for people with FTD-GRN.41>

PGRN levels play a In preclinical models of neurodegeneration, elevation of PGRN levels has!415:

g @

Reduced
pathology

Reduced
neuroinflammation
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PBFTO02, a potential gene therapy for FTD-GRN

Our investigational gene therapy candidate, PBFT02, uses an adeno-
associated virus serotype 1 (AAV1) viral vector to deliver a functional
GRN gene, encoding PGRN into a patient. The vector is delivered, with CT
guidance, directly to the cerebrospinal fluid (CSF) by a one-time injection
to the intracisterna magna (ICM injection). The goal of this vector and
delivery approach is to provide elevated levels of PGRN directly to the
CNS to overcome the PGRN deficiency seen in patients with FTD who
have certain GRN mutations.'¢t?

Our delivery method | ICM administration

PBFTO2 is delivered directly to the CSF via a single, minimally invasive
injection into the cisterna magna near the base of the skull between the
cerebellum and medulla. The CT-guided non-surgical procedure is brief
(<60 minutes) and allows for precise delivery to the cisterna magna. This
delivery method allows for direct distribution of PBFTO2 throughout the
CNS without disturbing brain tissue.”1%20

e Direct delivery into the CSF reduces the vector doses needed for
transgene expression in relevant CNS regions and lowers the potential
for immune response?’

e Neuroimaging allows for precise delivery?'’

e As with similar administration methods close to the CNS, there may be
risk of bleeding, infection, or injury?!
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Our clinical trial | upliFT-D

upliFT-D is a Phase 1/2 global, multi-center, open-label, clinical trial of PBFTO2 administered by a one-time ICM injection in patients with FTD-GRN.
This trial will assess the safety, tolerability and efficacy of PBFTO2 in patients with FTD-GRN?*®

e The upliFT-D clinical trial will enroll up to 15 patients
across 3 cohorts?

COHORT 1 COHORT 2 OPTIONAL

Dose 1* Dose 1* COHORT 3 e Interim data from the study demonstrated that Cohort
1 achieved consistent elevation of CSF progranulin at
30 days and up to 6 months after treatment?°

Independent Data Monitoring

*Dose 1: 3.3e10 GC/g estimated brain weight. Committee (IDMC) review

Inclusion criteria

2 = . @ O O O O
= N S = AV
@ L]
Aged 235 and <75 years?'® Clinical diagnosis of FTD?¢ Documented to be a pathogenic Have areliable informant/caregiver Livingin the community (ie, notina
GRN mutation carrier®® who personally speaks with or sees  nursing home); assisted living may
the patient at least weekly?¢ be permitted at the discretion of

the investigator?®

U p '.S FT‘ D Your patients with FTD-GRN may be eligible to enroll in the upliFT-D clinical trial.

[ ]
N e Visit the upliFT-D clinical trial site for more information on trial enrollment and eligibility requirements. @ l Pa s s a g e B lo


https://passagebioclinicaltrials.com/Frontotemporal-Dementia/en/
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A genetic test can confirm FTD-GRN
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Visit InformedDNA to learn
more about how your US-based
patients can access no-cost
genetic testing and counseling*

@ InformedDNA

Genetic Testing

Visit PREVENTION GENETICS

for more information about >> PREVENTION
Discussion no-cost genetic testing in all GENETICS ....cexacrsciences

Questions markets*

References fInformedDNA no-cost genetic testing and counseling is only available to US residents.
fWhile the FTD testing programs are sponsored by Passage Bio, no personal identifying information
of individuals participating in these genetic testing programs will be shared with the company.
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https://informeddna.formstack.com/forms/ftd_hcpreferral
https://www.preventiongenetics.com/sponsoredTesting/PassageBio_FTD
https://informeddna.formstack.com/forms/ftd_hcpreferral
https://www.preventiongenetics.com/sponsoredTesting/PassageBio_FTD

About FTD

Patient discussion questions

At Passage Bio, our mission is to improve the lives of patients with neurodegenerative diseases by delivering genetic therapy that will permanently redefine the
course of their conditions. We are committed to investigating gene therapies for patients with genetic CNS disorders like FTD-GRN. People diagnosed with or
FTD and PGRN affected by FTD may find diagnostic visits difficult to approach. Below, is a sample of common questions your patients and their care partners may have. The
answers provided may be used as a guide when having a discussion.

Frequently Asked Questions

PBFT02 and How common is FTD?
Clinical Trial FTD is the most common cause of early-onset dementia worldwide. FTD is estimated to affect ~60,000 patients in the US and ~110,000 patients across Europe and tends to occur

between the ages of 40 and 65.3#

Are there any approved treatments for FTD?
There are currently no approved treatments for FTD that address the underlying cause of the disease.??

Genetic Testing

Will my family members get this?
The cause of FTD is unknown for a majority of people with the disease. Over time, we've learned there is a strong genetic component to FTD. This means that there may be

a family history of FTD. Up to 40% of people with FTD have a family history of dementia, and there is more likely a genetic cause. However, some people without a family history
can also have a genetic cause.*81223

What is genetic testing and what does it mean for my family?

Discussion Genetic testing can identify differences in genes. It is performed using a cheek swab, saliva, or a blood sample. Genetic testing can confirm if an FTD diagnosis is caused by a genetic
Questions mutation, which may make one eligible for a clinical trial 824>
oo

Is genetic testing expensive?
There are no-cost genetic testing programs sponsored by Passage Bio to help you confirm FTD-GRN.

References
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About FTD Clinical Trial Questions

Am | a candidate for a clinical trial?
Passage Bio is studying a potential therapy for people with FTD caused by a genetic mutation of the GRN gene. A genetic test will need to be done to determine if you have a GRN
mutation. While there are other eligibility criteria, confirming your mutation status is the first step.

FTD and PGRN What is the time commitment for upliFT-D?
upliFT-D is a two-year clinical trial with a three-year safety extension.?°

Participants in the upliFT-D trial will be asked to visit the research center several times over the duration of the study, including a stay in the hospital of at least two days for tests and
observation at the time PBFTO2 is administered.

It’s important to note that this is a one-time treatment.

PBFT02 and Support is available to help manage the logistics and travel even if you live far away from the study site.
Clinical Trial

What is ICM administration?
|ICM administration delivers treatment directly into the cerebrospinal fluid, or CSF, the fluid that surrounds the brain and the spinal cord. This allows for direct delivery of the
treatment into the central nervous system, or CNS, without disturbing brain tissue.'”

Genetic Testing

Where can | find more information on the disease, Passage Bio clinical trial options, and the FTD patient/care partners community?

Understanding
a diagnosis of
. . frontotemporal
Discussion dementia (FID
Questions .} F Download the FTD-GRN patient brochure to learn more information. N4
PP Cincaltrals & § ® » » ~
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Glossary ¥’ PassageBio
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https://passagebioclinicaltrials.com/Frontotemporal-Dementia/hcp/en/pdf/PassageBio_FTDBrochure_English.pdf
https://passagebioclinicaltrials.com/Frontotemporal-Dementia/hcp/en/pdf/PassageBio_FTDBrochure_English.pdf
https://passagebioclinicaltrials.com/Frontotemporal-Dementia/hcp/en/pdf/PassageBio_FTDBrochure_English.pdf
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