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Foralumab:
Mechanism of
Action12

Patient inhales the
antibody intranasally

Binding of foralumab to the
T-cell receptor complex in
cervical lymph node

Tregs are then created
and activated

These created Tregs then
cross the blood brain
barrier and regulate the
activated innate immune
system (microglia).

1 https://www.pnas.org/doi/10.1073/pnas.2220272120
2 https://www.pnas.org/doi/10.1073/pnas.2309221120
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Non-active Secondary
Progressive Multiple Sclerosis
(na-SPMS)




Non-Active Secondary Progressive Multiple Sclerosis is an Attractive Market

There are currently no effective
treatments for
Non-Active (non-relapsing) SPMS

Approximately 25% of
Relapsing Remitting MS
(RRMS) patients are estimated
to progress to SPMS*

Secondary
Progressive
Multiple
Sclerosis

Global Multiple Sclerosis
therapeutic market size
$25.9 billion (2023)

Patients who have progression CAGR of 5.9% from 2024 - 2030

independent of relapses ﬁ[ﬁ]@

(PIRA) are underserved Global Ocrevus (Roche) sales

estimated to be over $9.1 billion*

‘.’ flz‘end Sources: *Vasanthaprasad et al. BMC Neurology (2022) 22:301 **Tjalf Ziemssen, et. al Neurol Neuroimmunol Neuroinflamm. 2023 Jan; 10(1): e200064; *Ocrevus global sales reported by Roche as CHF 8.4 billion CHF in
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9682625/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9682625/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9682625/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9682625/

Intranasal Foralumab Reduces Neuroinflammation
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Improvement or Stabilization in all na-SPMS Expanded Access Patients

Clinical improvements or stabilization was reported across
most of the group, as measured by Fatigue scores (MFIS) and
EDSS

Fatigue scores improved in 11/14 patients

Clinically meaningful improvement in MFIS seen in 9/14 patients
(64%)

TSPO-PET shows significant reduction in microglia activation
after 6 months of treatment (p<0.05)

75% of patients treated continuously for 12 months showed
improvement in EDSS scores

Paper Published in Neurology in 2026
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Neurology

Neuroimmunology
& Neuroinflammation

NEUROLOGY,

Nasal Foralumab for the Treatment of Progression

Independent of Relapses in Patients With Nonactive

Secondary Progressive Multiple Sclerosis

Tanuga Chitris,"32* Tarun Singhal,'=74+ jonathan Zurawsi, "> Taylor J. Saraceno,”
h \? Lauren Cain? Bry LaBarre,"* Devin King. ' Regan W, Bergmark,'*
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Abstract

Background and Objectives

Progression independent of relapses (PIRA) is a major therapeutic challenge in multiple
sclerosis (MS). Nasal anti-CD3 treats animal models of progressive MS by inducing regulatory
T cells (Tregs) that suppress CNS inflammation and Jessen dinical disease.

Methods

‘Ten patients with nonactive secondary progressive MS (naSPMS) that continued to

on B-cell therapy were treated with nasal anti-CD3 (foralumab) for a minimum of 6 moaths in
an open-label study. Safety monitoring included otolaryngology evaluation and neurologic
assessments including Expanded Disability Status Scale (EDSS), MS Functional Composite,
Modified Fatigue Impact Scale (MFIS), California Verbal Leaming Test, and Low Contract
Visual Acuity. MRI and microghial translocator protein (TSPO)-PET imaging with [F-18)
PBRO6 were conducted. Serum and CSF proteomic biomarkers and single-cell RNA se-
Qquencing of blood were perfi d to evaluate foralumab-induced dul The
end points of our study were safety, clinical effects, microglial signal, and immune measures.

Results

Our clinical observations were that all patients stabilized on EDSS scores and 3 of 4 patients
treated continuously for 12 months had improvement on EDSS, Sex of 10 paticats had im-
provement in fatigue on the MFIS scale. There were no treatment-related serious adverse
events or severe AEs, and no new T2 lesions were observed on MRI There was a reduction in
TSPO-PET signal over 6 months (p < 0.03). Changes in peripheral blood gene expression
occurred as early as 3 months and affected antigen presentation, interferon responses, and
regulatory pathways in multiple cell types including FoxP3+ Tregs, CD4” Tem cells, CDS*
Tem cells, CD14" and CD16" monocytes, and B cells. TGEP expression was increased across
multiple cell subsets.

Discussion

These findings identify a novel, nontoxic immune based therapy for the treatment for PIRA that
acts by the induction of a regulatory immune responses and dampens microglial inflammation.
Double-blind placebo. lled trials are d to explore nasal foralumab for the
treatment of naSPMS.
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Favourable Trends Seen in Stability of Disability and Clinically Meaningful
Improvements in Fatigue.

« EDSS Stabilization: Favorable trend toward disease stabilization (i.e., reduced Confirmed Disability Progression (CDP)

+ Fatigue Improvement: 64% of patients achieved a clinically meaningful improvement of 24 points in their MFIS score

Corfirmed Disgase Progression-6m Cumulative Icidence: Foralumab Expanded Foralumab EAP: Fatigue Improvement at Last Assessment Modified Fatigue
1|)O_Fnralumah Expanded Access Program vs. HERCULES Reference Ams Access PI"O gram VS E?fggfggﬁi:rﬁfn% ’?fﬁlg‘fl é ‘Eh'"}-i? ::)‘ESEE‘%EEEE r|; E?%: lee:g ES%FF% Sofc ::::'emem Imp a Ct S c aI e
o] T TOA HERCLLESNCTIASNS, 15 1R 058 P Hercules Reference 5] — (MFIS) Score
—— Placebo (HERCULES NCTOSS081,:377) Arms" compares the o it s shows 9 out of
§ 80 Foralumab EAP (IND 161148, n=14) cumulative incidence E 35 . meaningful ile'O‘V:dﬂ'::; 14 participants
g - of disability | (64%) achieved
§ 0 progression events in | a clinically
R - the foralumab EA 2 5 a meaningful
N cohort against the : ™ II] . improvement of
"é " ' placebo and §rocrarge) T j:. -~ | " 24 points on the
3 — tolebrutinib arms T w MFIS
_.a—'_'_f from the Phase 3 5] prr
Ly HERCULES non- SV I 9f gY gF B P g8 b 1 g8
0 J|=‘=T:_;_ ——T— T 1 T T 1 1 T 171 relapsing SPMS trial pertilpant
03 6 9 1 5o N ¥ T N N BB LE EATa baselin VLIS = 0.1 algue ol enoimen). Dats s of S g0gs. - o Dord 2019351587162
Months
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Non-Active Secondary Progressive MS: Phase 2a Study Design:

Intranasal Foralumab Dosing (n=48); Double-Blind, Placebo-Controlled

Baseline Each Cycle = 3 Weeks / 4 cycles x 3 =12 weeks
Screening
¢ Week 1 Week 2 Week3 Week4 Week5 Week6 Week7  Week 8 Week9 Week10 Week11 Week 12
o
MWF MWF Drug MWF MWF Drug MWEF MWF Drug MWF MWEF Drug
PET Scan Dosing Dosing Holiday Dosing Dosing Holiday Dosing Dosing Holiday Dosing Dosing Holiday PET Scan
MRI MRI
Clinical 50 m Clinical
Evaluation L f:_g_ ____________________________________________________________________________________________________________________________________ Evaluation
Biomarkers Biomarkers
EDSS EDSS
100 mcg
Y - —————————————— ey e - —_— MFIS
Placebo

: o3 HARVARD
Sites &Y MEDICAL SCHOOL 3? 1 Sl :
EnI"O” ed " ., a e | OHNS HOPKINS o T Cornell University.
. BRIGHAM AND D niversity at Buffalo
WOMEN'S HOSPITAL [ISIR{EETely BB L T g J UNIVERSITY 4 >

Thomas Jefferson University
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Multiple System Atrophy
(MSA)




Multiple System Atrophy (MSA) Phase 2a Clinical Trial

MSA is a rapidly progressive neurological disorder. It is caused by degeneration
or atrophy (shrinking) of nerve cells in several (or multiple) areas of the brain.
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Classified as Orphan FDA Approved IND Q3

disease by the FDA 2025

No FDA approved First patient dosed in

treatments available August 2025 and will

assess microglial

Similar symptoms to activation and MSA

/\ clinical outcome

Parkinson’s disease so
often misdiagnosed measures
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Early Symptomatic
& Moderate
Alzheimer’s Disease (AD)
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Alzheimer’s Disease Program is Advancing and Equally Exciting

Awarded $4 Million Grant from National Institutes of Health (NIH), National
Institute on Aging to Study Anti-CD3 in Alzheimer’s Disease

/]
éj < National Institutes
of Health

Letter to Proceed received for
IND to conduct a Phase 2 study
of intranasal foralumab in A%
Alzheimer’s disease patients

Expanded Access program
Phase 2 trial for Early granted by FDA to treat
Symptomatic Alzheimer’s Moderate Alzheimer’s
Disease started Dec 2025 and . ..
will assess microglial activation Disease began dosing in
as part of combination therapy December 2024

/\

with recently approved drugs
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Moderate Alzheimer’s Disease Expanded Access Study

PRE FORALUMAB

\., @

« 78-Year-Old Moderate
Alzheimer’s patient treated for 3
months with intranasal
foralumab

 PET Scan shows significant
reduction of microglia activity

3 MONTHS POST FORALUMAB following 3 months of treatment
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Early Symptomatic Alzheimer’s Disease: Phase 2a Study Design:

Intranasal Foralumab Dosing (n=32); Double-Blind, Placebo-Controlled, 2 Treatment Arms:
12 x 50mcg, 12 x 100mcg, 8 x Placebo.

Baseline Each Cycle =3 Weeks / 4 cycles x 3 =12 Week readout

Screening
¢ Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8 Week9 Week10 Week11 Week 12

o
MWF MWF Drug MWF MWF Drug MWF MWF Drug MWF MWF Drug
Microglial Dosing Dosing Holiday Dosing Dosing Holiday Dosing Dosing Holiday Dosing Dosing Holiday
PET Scan

Clinical
Evaluation 50 mcg

Biomarkers
MMSE Score
NfL, GFAP

A-Beta &
Tau
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Microglial
PET Scan

Clinical
Evaluation

Biomarkers
MMSE Score
NfL, GFAP

A-Beta &
Tau
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Amyotrophic Lateral Sclerosis
(ALS)




ALS Phase 2 Study Supported by The ALS Association

Grant Awarded from The ALS Association to Study Intranasal
Foralumab in ALS patients in a 20 Patient, Dose Ranging, AB

Phase 2 Clinical Trial

ASSOCIATION

<

AT

&5
Global Market size of $790m

IND Filed March 2025
CARG of 5.8% from
2024-2030 Phase 2 trial planned to start

H1 2026 and will assess
$1.38bln by 2035 microglial activation

"’ tiziona .

LIFE SCIENCES



ALS: Phase 2a Study Design:

Intranasal Foralumab Dosing (n=24); Randomized, Placebo Controlled Trial

Baseline Each Cycle = 3 Weeks / 4 cycles x 3 =12 week readout / 4 cycles x 6 = 24 week readout
Screening
¢ Week 1 Week 2 Week3 Week4 Week5 Week6 Week7  Week 8 Week9 Week10 Week11 Week 12
[
MWF MWF Drug MWF MWF Drug MWF MWF Drug MWF MWF Drug
PET Scan Dosing Dosing Holiday Dosing Dosing Holiday Dosing Dosing Holiday Dosing Dosing Holiday
MRI
Clinical 50 mcg
Evaluation
Biomarkers
NfL / CSF
100 mcg
Placebo
"’ tiziona
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MRI

Clinical
Evaluation

Biomarkers

NfL / CSF



Intranasal Foralumab Pipeline

Expanded
Preclinical Access Phase 3
Program

Non-Active Secondary Expecting Topline
Progressive Multiple Data
Sclerosis Phase 2 Study 2H 2026

Multiple System Atrophy
(MSA) Phase 2 Study

Began dosing Aug
2025

Alzheimer’s Disease (Mild)
Phase 2 Study

Began dosing Dec
2025

Expected 2H 2026

ALS Phase 2 Study Start
Non-Active Secondary Ongoing Expanded
Sclerosis (EA Program) Began 2021

pene inroaeny  NEEED Program Began
Disease (EA Program)

Dec 2024
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