IntraBio

Long-Term 24-Month Findings
of N-acetyl-L-leucine for
Niemann-Pick Disease Type C

M. Strupp?, M. Patterson?, J.Raymond?,
B. Zanrucha?, A. Hatcher?, T.Fields?,
T. Bremova-Ertl3, K. Martakis?

"Dept. of Neurology, Hospital of the Ludwig Maximilians
University, Munich, Germany

2IntraBio, Inc., Austin, TX, USA

3Dept. of Neurology and Center for Rare Diseases University
Hospital Inselspital Bern, Switzerland

“Department of Neuropediatrics, Justus Liebig University,
Giessen, Germany

2025 European Academy of Neurology Annual Conference
June 21-24,2025; Helsinki, Finland

FOR SCIENTIFIC MEETINGS USE ONLY. DO NOT DUPLICATE, DISTRUBUTE, OR DISSEMINATE OUTSIDE OF MEETING. ©2025 IntraBio. All rights reserved.



IntraBio

Conflicts of Interest

Michael Strupp received speaker’s honoraria from Abbott, Actelion, Auris Medical, Biogen, Eisai,
Grunenthal, GSK, Henning Pharma, Interacoustics, MSD, Otometrics, Pierre-Fabre, TEVA, UCB, Viatris.
Consultant for Abbott, Actelion, AurisMedical, Decibel, Heel, IntraBio and Sensorion. Shareholder of
IntraBio.

Marc Patterson, Janelle Raymond, Beth Zanrucha, Asante Hatcher, and Taylor Fields are employees of and
may have stock ownership in IntraBio, Inc.

Tatiana Bremova- Ertl received speaker's honoraria and consultancy fees from Actelion, Sanofi- Genzyme
and Zevra as well as blinded video- rater fees from Intrabio.

Please Note

N-acetyl-L-leucine (NALL) is approved by the US FDA for the treatment of neurological manifestations of
Niemann-Pick disease type C (NPC). NALL is an investigational drug for NPC in the European Union and not
currently approved for use.

This presentation is intended to provide scientific information about NALL and long-term data in NPC. The
statements and content shared in this presentation may not have been evaluated by any health authority.
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Introduction IntraBi1ce

The IB1001- 301 clinical trial was a Phase lll, double- blind, randomized, placebo-controlled trial comparing
N-acetyl-L-leucine (NALL) with placebo for the treatment of neurological sighs and symptoms in Niemann-
Pick disease type C (NPC) after 12 weeks'2

Randomization Crossover
Start of Intervention 1 Start of Intervention 2

Parent Study

n=30 Group A Group B

Baseline . .
NALL + supportive treatment +/- miglustat
Patients aged 24 years with
a confirmed diagnosis of
NPC with clinical
symptoms present

Group B

Placebo + supportive treatment +/- miglustat

N=60; Randomization 1:1

Visit1 Visit 2 Visit3 Visit4 Visit5
Baseline 1 Baseline 2 Treatment 1 Treatment 2 Treatment 1
1 1 1
2 weeks Treatment Period 1: 12 weeks Treatment Period 2: 12 weeks
Primary Endpoint Secondary Endpoints
* Scale for Assessment and Rating of Ataxia (fSARA)? * Modified Disability Rating Scale (mDRS)

* Spinocerebellar Ataxia Functional Index (SCAFI)
* EuroQol 5-Dimension 5-Level questionnaire (EQ-5D-5L)
e Child-friendly visual analog scale (EQ-5D-Y)

* Investigator, caregiver, and patient Clinical Global Impression-
Improvement (CGI-I) scales

* Exitinterviews

aThe Parent Study primary endpointin all jurisdictions, except the US, was the mean change in total score on the Scale for Assessment and Rating of Ataxia (SARA); per request of the FDA, the primary endpointin the US was the calculated mean change in total score on the
fSARA. The fSARA consists only of the gait, sitting, stance, and speech disturbance domains.
1. Bremova-Ertl, T et al. Long-term findings of N-acetyl-L-leucine for Niemann-Pick disease type C. Presented at the European Academy of Neurology; July 1, 2024; Helsinki, Finland. 2. Bremova-Ertl T, et al. N EnglJ Med. 2024;390:421-431.
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Methods IntraBio

Open Label Extension Phase IB1001-301

Start of the . o
Extension Phase (EP) XtESSIgOn. . ase
ngoin

NALL + supportive treatment +/- miglustat

N=54
Visit 6/7
Treatment 2 Visit 8 Visit 9
EP BaFeline EP Treatment 1 EP TreatlmentZ
EP Year 1: 1 year EP Year 1: 1.5 years
Extension Phase Primary Endpoint Secondary Endpoint Exploratory Endpoints
* 5-domain Niemann-Pick Type C - Clinical Severity * Safety assessments * 15-domain NPC-CSS (excluding hearing)
Scale (NPC-CSS)

* Functional Scale for Assessment and Rating of Ataxia (fSSARA)2

aThe Parent Study primary endpointin all jurisdictions, except the US, was the mean change in total score on the Scale for Assessment and Rating of Ataxia (SARA); per request of the FDA, the primary endpointin the US was the calculated mean change in total score on the
fSARA. The fSARA consists only of the gait, sitting, stance, and speech disturbance domains.

1. Bremova-Ertl, T et al. Long-term findings of N-acetyl-L-leucine for Niemann-Pick disease type C. Presented at the European Academy of Neurology; July 1, 2024; Helsinki, Finland. 2. Bremova-Ertl T, et al. N EnglJ Med. 2024;390:421-431
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Interim Results - Efficacy IntraBio

5-Domain NPC-CSS

3.5
* Atotal of 54 participants 8 NH 24M: 3 pts
aged 5 - 67 years were o 3°
treated in the Extension S . _
z . NH 18M: 2.25 pts
Phase =
g 2.0
 After 24 months, the mean 8 NH 12M: 1.5 pis
(+xSD) change from baseline w 15
on the 5-domain NPC-CSS o
c 1.0
was -0.24 (+2.69) on NALL, &
compared to 3.0 (+6.32) in © s q Worsening
. . © NALL 18M: 0.045 pts
the historical cohort: mean 2 R >~ Stabilization
difference -3.24 (95% T
confidence interval (Cl) 05) NALL 12M: -0.27 pts NALL 24M:-024pts| N | hprovement
-5.59t0 -0.89; p=0.009) oM 6M 12M 18M 24M

N=50 N=45 N=41

Duration from Baseline
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Interim Results - Efficacy Cont’d IntraBio

15-domain NPC-CSS

After 24 months, the mean change from baseline was +0.08 = 4.17 points with NALL
versus +3.74 £ 2.19 points in the historical cohort (mean difference -3.66; 95%

confidence interval [Cl], -5.18 t0 -2.14; p=<0.001)

SARA

After 24 months, the mean change from baseline was -1.52 + 2.94 points with NALL
(95% confidence interval [Cl], -2.42 t0 -0.62; p=0.002)
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Results - Safety IntraBio

Extension Phase Safety

. 0 . .
No trial drug-related TEAEs, SAEs, or deaths occurred No TEAEs occurreq in more than 10% of participants
on N-acetyl-L-leucine

One TEAE led to withdrawal from the trial. It was assessed
by the investigator as not related to treatment

Total (N=63)*

n (%) Number of Events
Any TEAE 47 (74.6%) 136
Any SAE 9 (14.3%) 14
Any TEAE leading to withdrawal 1(1.6%) 1
Any TEAE leading to death 0 (0.0%) 0

*N indicates the number of participants treated during the extension phase (Total N includes N=9 participants in Pathway 2 and N=54 who continued in extension from parent study).
SAE, serious adverse event; TEAE, treatment-emergent adverse event; n (%), number (percentage) of participants.
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Conclusion IntraBie

Treatment with NALL after 24 months was associated with a significant
reduction in disease progression demonstrated by

* Areduction in the modified 5-domain NPC-CSS score and 15-
domain NPC-CSS score compared to natural history studies

* Areduction in the SARA score compared to baseline

The observed outcomes in the Extension Phase add to the existing
evidence of the benefits of treatment of NPC with NALL and are
consistent with a neuroprotective, disease-modifying effect
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