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Item 8.01 Other Events.

On July 26, 2023, Amylyx Pharmaceuticals, Inc. (the “Company”) hosted a conference call with investors and analysts to discuss work in
progressive supranuclear palsy (“PSP”) and to provide an overview of its Orion Phase 3 clinical trial of AMX0035 in patients with PSP. Selected slides
from the investor presentation used during the conference call are attached as Exhibit 99.1 to this Current Report on Form 8-K and are incorporated
herein by reference.

Item 9.01 Financial Statements and Exhibits

(d) Exhibits.

Exhibit

Number Description

99.1 Presentation of the Company, dated July 26, 2023

104 Cover Page Interactive Data File (embedded with the Inline XBRL document)
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On Today’s Call

* Welcome

Lindsey Allen, Head, Investor Relations and Communications, Amylyx

Opening Remarks

Josh Cohen and Justin Klee, Co-CEOs, Amylyx

AMXO0035 Scientific Rationale in PSP

Dr. Jamie Timmons, Head, Global Medical Strategy and Communications, Amylyx

PSP Treatment Landscape
of. Dr. Glnter Hoglinger, Dir of the Department of Neurology at LMU Hospital,
J. milians-Univers (LMU) in Munich, Germany
v Investigator for Phase 3 ORION Clinical Trial of AMX0035 in PSP

Overview of Phase 3 PSP Trial

Dr. Lahar Mehta, Head, Global Clinical Development, Amylyx

Q&A Session




Disclaimer

Statements contained in this presentation regarding matters that are not historical facts are “forward-looking statements” within the
meaning of the Private Securities Litigation Reform Act of 1995, as amended. Because such statements are subject to risks and
uncertainties, actual results may differ materially from those expressed or implied by such forward-looking statements. Such
statements include, but are not limited to, statements regarding the potential of AMX0035 as a treatment for ALS and the Company's
plans to explore the use of AMX0035 for other neurodegenerative diseases, including progressive supranuclear palsy (PSP) and
expectations around the timing of initiation of a Phase 3 clinical trial in PSP and the geographic sites for enrollment; expectations
about the market size for PSP; and expectations regarding our longerterm strategy. Any forward-looking statements in this
presentation are based on management's current expectations of future events and are subject to a number of risks and
uncertainties that could cause actual results to differ materially and adversely from those set forth in or implied by such forward-
looking statements. Risks that contribute to the uncertain nature of the forward-looking statements include: the success, cost, and
timing of Amylyx' program development activities, including ongoing and planned clinical trials, Amylyx' ability to execute on its
commercial and regulatory strategy, regulatory developments, Amylyx" ability to fund operations, and the impact that the COVID-19
pandemic may have on Amylyx' operations, as well as the risks and uncertainties set forth in Amylyx" United States Securities and
Exchange Commission (SEC) filings, including Amylyx’ Annual Report on Form 10-K for the year ended December 31, 2022, and
subsequent filings with the SEC. All forward-looking statements contained in this presentation speak only as of the date on which they
were made. Amylyx undertakes no obligation to update such statements to reflect events that occur or circumstances that exist after
the date on which they were made.
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AMXO0035 Scientific Rationale in PSP

Dr. Jamie Timmons

Head, Global Medical Strategy and Communications, Amylyx




Our mission is to one day

end the suffering caused by
neurodegenerative diseases.




Neurodegenerative Diseases Share Interconnected, Hallmark Pathological
Pathways

Pathological Protein Aggregation

Amyotrophic Lateral Sclerosis (ALS)
* TDP43, tau, SOD1, FUS, DPRs

Tauopathies; e.g., Progressive Supranuclear Palsy (PSP)
* tau

Alzheimer's Disease
* tau, AR

The interconnectedness of these pathways highlights
the need for multi-pathway therapy

WAMYLYX



AMXO0035 (Sodium Phenylbutyrate and Taurursodiol) Acts on Several Shared
Hallmark Pathways to Reduce Neuronal Cell Death®

Neuronal Cell Death N Pathological
Protein Aggregation

= In vitro evidence of protecting
neurons from death?

 Affects key pathways leading
to cell death, including
intrinsic apoptosis via the
mitochondria and unfolded
protein response3s

+ Reduces tau in
neurodegenerative
disease cell and
mouse models and
in Alzheimer's
disease clinical
trial®®

Altered Energy Homeostasis

= Stabilizes mitochondrial
membrane, improves
mitochondrial function,
increasing energy production
of the cell*5




PSP is a Rare, Progressive and Fatal Tauopathy

* Rare neurological disorder affecting
body movements, walking and
balance, and eye movement.

* Lack of disease modifying therapies
creates significant unmet need.

* PSP is a tauopathy associated with
tau dysfunction, tau aggregation

and widespread neurodegeneration.

@

ESTIMATED PREVALENCE:

7 in 100,000 worldwide™*

ESTIMATED INCIDENGE:

0.81 in 100,000 worldwide®

PSP is typically fatal within
6-8 years from symptom onset’*

WAMYLYX | =



Pathophysiologic Changes Underlying PSP Provide Multiple Pathways to Target

MOBP. STX6, EIF2AKS3,
TRIM11 Gene Mutations

MAPT Gene Mutations Tau Dysfunction

Oxidative Injury/ Tau Clearance
Decreased Energy and Repair

Tau Aggregation

* Ubiquitin-Proteasome System

Mitochondrial . Autophagy—Lysc_)some System
Dysfunction T (R B * Unfolded Protein Response

Neurodegeneration
Neuroinflammation Dysmyelination —

WAMYLYH



AMX0035 May Influence PSP Tau Pathology through Multiple Mechanisms?®

MOBP. STX6, EIF2AKS3,
TRIM11 Gene Mutations

MAPT Gene Mutations Tau Dysfunction

o —

T l l * Ubiquitin-Proteasome System

» Autophagy-Lysosome System
Neuroinflammation

* Unfolded Protein Response

Dysmyelination —
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Preclinical Data Support Sodium Phenylbutyrate (PB) for Potential Treatment of PSP

MOBF, 5TX86,

MAPT Gene Mutations TRIM11 Gene M

Tau Dysfunction

Oxidative Injury,/
Decreased Energy

= Ubiquitin-Proteasome System
I + Autophagy-Lysosome System
+ Unfolded Protein Response

Neuroinflammation

Sodium phenylbutyrate upregulates and
recruits chaperone proteins, stabilizes protein
folding, and reduces ER stress and the
unfolded protein response (UPR) in vitro4

PB is Effective in PSP Mouse Model,

Reduced Tau in AD Mouse Model

PB reduced tau pathology and improved cognitive and motor function
measures in relevant mouse models>®

* Alzheimer's APP/PS1 mouse model: reduced tau phosphorylation
and improved cognition®

* Tau35 PSP mouse model (shown): reduced tau phosphorylation and
improved cognition and mator function®
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Preclinical Data Support Taurursodiol (TURSO) for Potential Treatment of PSP

TURSO reduced p-tau in cellular model of
metabolic stress?

— MOBP, STX6, EIF2AK3,
i TRIM11 Gene Mutations

MAPT Gene Mutations

Tau Clearance
‘and Repair
Taurursodiol (TURSO) reduced tau phosphorylation in vitro?

T l + Ubsguitin-Proteasome System
I = Autophagy-Lysosome System
* Unfolded Protein Response

Reduced p-tau with TURSO?

Neuroinflammation
p-lau | v "|. - T
o - —
F L 5 o
& 4ff & & & Q‘\ i
v 4 & F
Taurursodiol stabilizes the mitochondrial + 2 deoxy glucose (2DG) induced metabolic stress in neuronal cell
membrane by reducing the translocation of cell model resulting in increased p-tau levels®
death regulator Bax, improving mitochondrial « TURSO (T) reduced increase in p-tau levels®

function and energy production and increasing
cell apoptotic threshold®-2

WAMYLYX



Numerous Preclinical Studies Show that AMX0035 Combination Targets Multiple
Pathways Simultaneously to Prevent or Slow Cell Death

Dose-Matrix Study:
Primary Cortical Neuron Damage Model*

- - s - ——

T S &
«— Sodium Phenylbutyrate, UM

<@

In vitro, AMX0035 combination demonstrated synergistic
protection of cortical neurons against peroxide-mediated neuronal
cell death

 Either PB or TURSO administration alone prevented a moderate
percentage of neuronal cell death in vitro

= AMX0035 combination prevented nearly 100% of neuronal death
in vitro

Profilin Mouse Model of ALS?
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In mouse model of ALS, AMX0035 combination demonstrated
synergistic decrease in motor function decline

= AMX0035 combination significantly decreased motor function decline
in a mouse model of ALS

 This benefit was only seen when combining PB and TURSO and not
with individual PB or TURSO treatment

i foz ALSMN D, Dacambar 4- 10,
Mesting 2023; July 12-14. 2023 Bas
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26 primary pharmacodynamic studies of AMX0035

support effect in relevant mechanistic pathways for
other neurodegenerative diseases?

3. Data on File




AMXO0035 Significantly Lowered CSF Tau and p-Tau in Randomized Placebo
Controlled Trial in People with Alzheimer's Disease

¥ Week 24 Mean (SE) CSF t-tau Week 24 Mean (SE) CSF p-tau181
— Change From Baseline Change From Baseline
40
Placebo AMX0035 Placebo AMX0035
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WAMYLYX | 5



AMX0035 Shown to Reduce Tau Protein in Proteomic Analysis

CSF
I Tau Protein o H I
— :
= 288
e — E
. Of 288 proteins measured in
T - 1 | CSF and plasma, Tau protein
i M - was the most
ot significantly changed protein
e by AMX0035%
—_— :
. :
-0.4 0.2 0.0

Treatment Effect (delta NPX units)

-= Reduced Levels by Treatment
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AMX0035 Slowed Disease Progression and Prolonged Survival in ALS12

ALS and PSP Share Several Phenotypic Features and Shared Disease Mechanisms35

Suggests that a Drug Effective for ALS May be Effective for PSP3

Shared Disease Mechanisms3 Shared Phenotypic Features*5

Unfolded protein response Swallowing difficulty
Mitochondrial dysfunction Respiratory dysfunction
Neuroinflammation Speech disturbance

Protein misfolding and aggregation Impaired cognition

WAMYLYX



Key Takeaways

PSP is a tauopathy associated with
tau dysfunction, tau aggregation
and widespread neurodegeneration.

Multiple pathways, are implicated in
tau pathology in PSP.

AMX0035 is proposed to mitigate tau pathology
in PSP through multiple pathways.

Pre-clinical and clinical evidence supports that
AMXO0035 can reduce tau pathology.




ORION Phase 3 PSP Trial Design

Dr. Lahar Mehta

Head, Global Clinical Development, Amylyx




Completed PSP Clinical Studies Exhibit Consistent and Measurable Progression on

Validated Endpoint
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Three large, global clinical trials conducted to date show consistent progression of

~10 points/year on Progressive Supranuclear Palsy Rating Scale (PSPRS) with relative low noise
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ORION: Phase 3 Clinical Trial of AMX0035 in PSP

Key Eligibility Criteria ORI BN Primary Objective: To assess the impact of AMX0035 compared
to placebo on disease progression rate as measured by PSPRS

Adults 40-80 years old

Possible or Probable PSP (Steele-

Richardson-Olszewski Syndrome)
according to MDS 2017 criteria -2 -m

Presence of PSP symptoms < 5 years

Able to walk independently or with Randomized

(N=~B00)
PSPRS total score < 40

MMSE score = 24
.
Study partner required

No feeding tube use

Screening i reatment Open Label Extension

WAMYLYX



ORION Clinical Trial Endpoints

Primary Disease Progression
Endpoint * Total PSPRS! score (28-item)
Secondary Disease Progression Motor Aspects of Activities of
Endpoints * Modified 10-item PSPRS® Daily Living

score * MDS-UPDRS? Part Il score
Additional Brain Atrophy Biomarkers
Endpoints * Brain volume (MRI)® = CSF5 and plasma

biomarkers of neuronal
injury and neuro-

Burden and Quality of Life
inflammation

* Participant QoL* and
caregiver burden

Overall Survival

Plan to initiate trial by
year-end 2023

@

Plan to enroll sites in U.S.,
Canada, Europe, and Japan

WAMYLYX



PSP Meets Rigorous Criteria for Our Next Potential Indication for AMX0035

Clear unmet need

K

Strong scientific rationale

Biomarker evidence

K [

Adjacencies and synergies with ALS

K]

Existing and robust understanding of the natural history of the disease

K]

Interest and support from KOLs and advocacy groups
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Q&A Session




