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LETTER FROM THE CEO

Signaling
the Dawn of
a New Era

Dear Friends of Target ALS,

Thank you for your steadfast support and
encouragement as we continue to implement our
seven-pillar strategy to reach our goal of a world
where no one dies of ALS. We are excited to share
with you the concrete progress we continue to make
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extraordinary atmosphere that reigned at the Target
ALS Annual Meeting. Despite its traditional name,
this event is a unique strength that lies at the very
heart of the Target ALS ecosystem. Since our launch
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drug development.

The Annual Meeting, held in Boston in early
May each year, has multiple goals:
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investigators over the previous year is shared with
the worldwide community at the Target ALS Annual
Meeting. This also provides an opportunity for
YL TS T T VT T BSYY{TT
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the strengths and weaknesses of each presentation.

Second, academic scientists deepen their
integration with biotech/pharma and venture
capital partners




T T A LT HT ST LS L s T
Target ALS core scientifc facilities - 1.« -7 {s{_~
worldwide ALS community. Importantly, this is also
an opportunity for investigators to tell us what else
they need to accelerate their efforts, and to provide
B I T T TR G i Bl D D
our support of the community.

The May 2023 Target ALS Annual Meeting was
=S, . SH s s " {l.7sl . I_gquantum
leap forward. Over 830 attendees joined us in
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diversity and expansion of our constituency. There

were representatives from 126 academic institutions,
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ship with Gates Ventures and Alzheimer’s Drug Discovery Foundation presented encouraging
Ix_.{71st sy 1 T4, .1 1. 077 "Is analyses of blood samples to non-invasive digital tools
to assess speech and gait.
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e continue to exploit the talent and technolo-
W gies that are part of the ALS research community

as an approach to related neurodegenerative
disorders that share overlapping genetic causes and disease
LTSS )Y "1 TXTLU0% 4147 s Frontotemporal Dementia
(FTD) — the disease with which Bruce Willis was recently di-
agnosed — which can manifest with ALS in the same family,
can be triggered by the same gene mutations that cause fa-
milial ALS, and can feature the same underlying pathological
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One pathological feature shared by ALS and FTD is the ag-
gregation of TDP-43 (a protein critical for maintaining proper
production and function of RNA molecules in cells).
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molecules that facilitate detection and visualization of very
small molecules at high resolution). This multi-disciplinary
international collaboration involves Drs. Jenna Gregory,
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Tartaglia and Elsa Zacco, Italian Institute of Technology. This
group has developed and is applying a novel technique to
detect TDP-43 aggregates ™! | 1. b {17 L7 .7'sT a7
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are currently working to adapt this technology to detect
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diagnosis and treatment.
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Discovery and Development
of New, Effective Treatments
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rative consortia that provides a framework for

pharma/biotech-based scientists to lead programs that
also have the necessary involvement of academic scien-
tists) 7, 717 LS LS AT T TUSH T TILTT asye T T L]
strengths of each constituency: a deep understanding of
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This year, we have funded six industry-led collabo-
rative consortia that are working to bring forward novel
drug targets that are based on deep understanding of
biology of the disease. ~_ 717 XIS .41 .77 — ~_ . 1.01°7
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apeutics, Prosetta Biosciences and Maze Therapeutics as
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focused on different approaches to treat ALS that include
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proteins called autophagy and C9orf72 form of ALS.

A collaboration led by Prosetta Biosciences that also
includes Drs. Leonard Petrucelli, Mayo Clinic, Jacksonville,
L e L e e T L
cisco are working together to address the cause of the
YWS1{ .Swysl <., sxs°v ST AT X777, T s
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cord from people with ALS. This group is looking for new
drugs that can interfere with the pathways that lead to
TDP-43 aggregation. Prosetta, a small start-up from the
San Francisco Bay Area, has already shown that some of
1,77 17 AT LS T T L, Twe(tfs
aggregation in stem cell models of ALS.

We are grateful to Target ALS for
providing a mechanism for our novel

hypotheses on ALS pathogenesis
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—Vishwanath Lingappa, M.D., Ph.D.
CEO and CTO of
Prosetta Biosciences




n enduring challenge for ALS is the lack of biomarkers

to enable early diagnosis, reliable disease tracking,

and treatment evaluation in trials. A pivotal devel-
opment this year occured when the FDA Advisory Committee
voted unanimously that strong reductions in plasma levels of
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Treatment of Ultra-Rare

Forms of ALS
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I for all forms of ALS, including the ultra-rare

familial forms of the disease, each of which
affects a handful of individuals worldwide.

ASOs (antisense oligonucleotides) can be used
to directly interact with — and destroy — mutant
disease-causing RNA. Excitingly, recent clinical
trials have shown reversal of symptoms following
treatment with ASOs in people with ALS who carry
LS ST Tawg LB T T ST T T e
ALS on page 3). We have therefore partnered with

the n-Lorem Foundation to leverage its expertise in
ASO technology to expand therapeutic development
for ultra-rare forms of ALS. In 2022, we funded
nonclinical and clinical studies which allowed for
treatment of an ALS patient with an ultra-rare form
of mutation in the TDP-43 gene. This event represents
1.7 T AT < T s LT T LT L, I ST )
technology platform. We have now expanded

our funding to support the generation of a second
ASO therapeutic targeting a distinct ultra-rare

ALS mutation.
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Prudent Growth of

O 7 Target ALS Capacity
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Wof our initiatives. This requires that we ex-
pand all aspects of our organization to ensure
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critical factor in the success of our approach is the role
>*, _T— +~_sdlIndependent Review Committee (IRC),
which makes all funding decisions. This committee
consists of experts from different scientifc disciplines,
TET.LIT 771 1% L 477 s a7 177 7. )" re g™ _ 1
1.~ ™~ no member of the IRC can apply for, or receive,
Target ALS funding for their own research, removing any
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We continue to expand the IRC to engage experts in
emerging technologies and related neurodegenera-
tive disorders. We are proud to introduce one of the new
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cian-scientist and Assistant Professor in the Departments
of Neurology, Neuroscience, and Pathology at the Icahn
School of Medicine at Mount Sinai in New York City. Her
work focuses on understanding vascular aging, examining
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dementia due to neurodegenerative diseases.
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Target ALS is doing everything right
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Make your donation at:
e \WWW.TargetALS.org/donate
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