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Utdrag: LTX-002-101 undersdker sdkerheten och tolerabiliteten for intratekalt
administrerat LTX-002 hos deltagare med ALS.

Denna studie undersoker om studielakemedlet LTX-002 ar sakert och hur val det
tolereras av personer med ALS vid olika doser. Ett annat mal med studien ar att
undersoka effekten av LTX-002 pa biomarkdrer och symtom pa ALS. Lakemedlet
ges intratekalt (via en lumbalpunktion, &ven kallat ryggmargsprov).

Substansen som undersoks: LTX-002

Sfingolipider ar kemikalier som cellerna anvander for att bygga membran och
skicka signaler. Onormalt hdga nivaer av sfingolipider ar kopplade till sjukdomar,
inklusive ALS. Personer med mutationer pa SPTLC1-genen tillverkar fér manga
sfingolipider och utvecklar ALS, men aven personer med ALS som inte har
SPTLC1-mutationer har ofta hdga nivaer av sfingolipider i hjarnan, ryggmargen
och blodet. LTX-002 &r en antisens-oligonukleotid (ASO) som binder till
budbarar-RNA for SPTLC1 och far kroppen att producera mindre SPTLC1. Malet
med att minska SPTLC1 ar att minska mangden sfingolipider i kroppen och att
se om detta ar sékert och om det kan ha nagon effekt pa ALS.

LTX-002 ges intratekalt (lumbalpunktion, aven kallat ryggmargsprov).

Upplaggning av studien

Denna studie ar en fas 1-2-studie. Huvudsyftet med denna studie ar att
undersOka om studielakemedlet ar sakert och val tolererat. LTX-002-101-studien
ar en dubbelblind, placebokontrollerad studie av sju kohorter, som alla bestar av
atta deltagare. Varje kohort kommer att fa olika doser av LTX-002, med bérjan
med en lag dos som 6kas for varje efterfljande kohort. | varje kohort kommer
sex deltagare att fa den aktiva substansen och tva att fa placebo, vilket innebar
att chansen att f& den aktiva substansen ar 75 %. Varje deltagare kommer
slumpmassigt att tilldelas LTX-002 eller placebo, och varken studieldkarna eller
deltagarna kommer att veta vem som far vilken behandling férran efter att studien
har avslutats.

Varje deltagare kommer att f4 tre doser av studieldakemedel (LTX-002 eller
placebo) intratekalt, pa dag 1, 29 och 85. Studien kommer att paga i upp till cirka
28 veckor for varje deltagare, inklusive en fyra veckors screeningperiod, en 12
veckors behandlingsperiod och en 12 veckors uppféljningsperiod.

Administreringen av studielakemedlet i varje kohort kommer att bérja med tva
deltagare: den ena kommer att fa en engangsdos av LTX-002 och den andra



kommer att fa placebo. Deltagarna kommer att stanna kvar pa studiekliniken for
observation i 24 timmar efter den forsta dosen. Efter 72 timmar kommer alla
laboratorietester, vitala tecken, biverkningar och andra kliniska uppgifter fran de
forsta tva deltagarna att granskas. Om det inte finns nagra kliniskt orovackande
tecken i dessa uppgifter kommer resten av kohorten (de aterstdende sex
deltagarna) att fa sin dos, en efter en. Efter 21 dagar kommer uppgifter fran varje
deltagare att granskas igen innan nasta dos administreras till honom eller henne
(planerat till dag 29). Efter de andra (dag 29) och tredje (dag 85) doserna kommer
deltagarna att stanna kvar pa studiekliniken for observation i sex timmar.

Nar alla atta deltagare i en kohort har fatt alla tre doserna av studieldkemedlet
(LTX-002 eller placebo) kommer sakerheten och tolerabiliteten for uppgifterna
fran hela kohorten att granskas av kommittén for datasakerhet (Data Safety
Monitoring Board, DSMB). Om DSMB inte har nagra anmarkningar kommer de
tva forsta deltagarna i nasta kohort att fa doser av studielakemedlet (en LTX-002
och en placebo). P4 grund av studiens utformning kan tiden mellan de tva
kohorternas start bli lang, men denna utformning anvands for att garantera
sakerheten for alla deltagare.

Kan jag delta i studien?
Huvudkriterierna for att delta i denna studie ar:

% Alder mellan 18 och 75 ar

% Debut av forsta symtom som ledde till ALS-diagnos intraffade < 36
manader fére screeningbesoket.

% Lungfunktion (langsam vitalkapacitet) > 50 %

Kroppsmasseindex (BMI) 218 och <40 kg/m2

Du kan delta i langa studiebesok, inklusive en dvernattning pa ditt ALS-

center/sjukhus efter den forsta dosen.

% Om du for narvarande tar ALS-lakemedel (riluzol, edaravon eller
natriumfenylbutyrat + taurursodiol), krdvs en stabil dos av detta
lakemedel under minst 30 dagar fére deltagande i studien.
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Obs! Denna lista ar inte fullstandig, men dessa ar huvudkriterierna.

Registrering och mer information

Om du ar intresserad av att delta i studien LTX-002-101 kan du kontakta en av
de deltagande TRICALS-klinikerna nedan (kontaktuppgifter hittar du genom att
klicka pa "Mer om denna klinik”). Anvand kontaktformularet pa varje kliniks
informationssida, eller nar du kontaktar den klinik du valt via e-post eller telefon,
ange ditt fullstdndiga namn, ditt fédelsedatum och datumet d& symtomen
boérjade. Kliniken kan ge dig mer information om studien och/eller
inklusionskriterier och besvara alla dina fragor. Om du har svart att kontakta en



klinik kan du kontakta TRICALS operativa team pa info@tricals.org for att fa
hjalp med detta. Mer information om studien finns pa [clinical.gov link]
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Excerpt: LTX-002-101 investigates the safety and tolerability of intrathecally
administrated LTX-002 in participants with ALS.

This study investigates whether the investigational drug LTX-002 is safe and how
well it is tolerated by people with ALS at different doses. Another objective of the
study is to examine the effect of LTX-002 on biomarkers and symptoms of ALS.
The drug is administered intrathecally (via a lumbar puncture, also known as a
spinal tap).

The investigational compound: LTX-002

Sphingolipids are chemicals that cells use to build membranes and to send
signals. Abnormally high levels of sphingolipids are linked to diseases including
ALS. People with mutations in the SPTLC1 gene make too many sphingolipids
and develop ALS, but even people with ALS who don’t have SPTLC1 mutations
often have high levels of sphingolipids in their brains, spinal cords, and blood.
LTX-002 is an antisense oligonucleotide (ASO) that binds to the messenger RNA
for SPTLC1 and causes the body to produce less SPTLC1. The goal of reducing
SPTLC1 is to lower the amount of sphingolipids in the body and to see if this is
safe and if it could have any effects on ALS.

LTX-002 is administered via intrathecal administration (lumbar puncture, also
known as a spinal tap).

Study design

This study is a Phase 1-2 study. The main goal of this study is to see whether the
study drug is safe and well tolerated. The LTX-002-101 study is a double-blind,
placebo-controlled study of seven cohorts, each consisting of eight participants.
Each cohort will be given a different dose of LTX-002, beginning with a low dose
and increasing with each successive cohort. In each cohort, six participants will
receive the active compound and two will receive a placebo, thus the chance of
getting the active compound is 75%. Each participant will be randomly assigned
to receive LTX-002 or placebo, and the study doctors and participants will not
know who receives which treatment until after the study has ended.

Each participant will receive 3 doses of study drug (LTX-002 or placebo)
intrathecally, on day 1, day 29, and day 85. The duration of the study for each
participant will be up to approximately 28 weeks, including a 4-week Screening
Period, a 12-week Treatment Period, and a 12-week Follow-Up Period.
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Administration of the study drug in each cohort will start with two participants: one
will receive a single dose of LTX-002, and the other will receive a placebo.
Participants will remain at the study site for observation for 24 hours after the first
dose. After 72 hours, all the laboratory tests, vital signs, side effects and other
clinical data from the first two participants will be reviewed. If there are no
clinically concerning signals from these data, then the rest of the cohort
(remaining six participants) will receive their dose, one by one. After 21 days, the
data from each individual participant will be reviewed again before the next dose
is administered to her or him (planned on day 29). After the second (day 29) and
the third (day 85) doses, the participants will stay at the study site for observation
for six hours.

After all eight participants in a cohort have received all three doses of study drug
(LTX-002 or placebo), the safety and tolerability of the data from the whole cohort
will be reviewed by the Data Safety Monitoring Board (DSMB). If the DSMB does
not have any concerns, the first 2 participants in the next cohort will receive doses
of study drug (one LTX-002 and one placebo). Because of this study design, the
time between the start of two cohorts can be lengthy, however, this design is
used to ensure the safety of all participants.

Can | participate in the study?
The main criteria to participate in this study are:

# Age between 18 to 75 years old

% Onset of first symptom leading to ALS diagnosis occurred < 36 months
prior to the screening visit.

# Lung function (Slow Vital Capacity) > 50%

Body Mass Index (BMI) 218 and <40 kg/m2

You’re able to participate in lengthy study visits, including one overnight

stay at your ALS centre/hospital after the first dose.

#% If you're currently using ALS medication (riluzole, edaravone, or sodium
phenylbutyrate + taurursodiol), a stable dose of this medication for at least
30 days prior to study participation is required.
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Note: This list is not exhaustive, but these are the main criteria.

Registration and more information

If you are interested in participating in the LTX-002-101 study, please contact
one of the participating TRICALS centres below (contact details can be found
by clicking on ‘More about this centre’). Make use of the contact form on each
Centre detail page, or when contacting the centre of your choice by email or
telephone, please provide your full name, your date of birth and the date of
onset of symptoms. The centre can provide you with more information about
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the study and/or inclusion criteria and answer any questions you may have. If
you experience difficulty contacting a centre, you may reach out directly to the
TRICALS operational team at info@tricals.org for support in this process. More
information about the study can be found at [clinical.gov link]
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