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The Octave® MSDA test

FINAL Report Date: May 08, 2023

Octave MS Disease Activity Test Report
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Octave MS Disease Activity Test

Biomarker Pathway Categories

® Neuroinflammation

@ Immuno-modulation
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@ Myelin Biology

Please Mote: Individual biomarker results are expressed to the
hundredths place and are required inputs into the algorithms used to
calculate the Disease Activity Score and the four Pathway Scores.
Clinical interpretation of individual biomarker levels and the four disease
pathway scores, which have different weights in the algorithms, has not
been established.
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What is the MSDA test?

COLLECTION DATE RECEIVED DATE

Individual Biomarker Results

Pathways Concentration MS Range* Percentile *

490 3.5-42
pafmL  pa/mL
54,36 24-220
pg/mL  pg/mlL

32.06 12-160
posmL  pgsmL

Biomarker

NfL

Meurofilarment Light

GFAP
Glial Fibrillary Acidic Protein

Minimally invasive blood serum test
Developed specifically for MS
Analytically and clinically validated
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Inversely Correlated with Disease Activity*
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L s O@ SR MSDA Score Interpretation
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(*) These 95% reference ranges (expressed in two significant figures) were
established from 1645 patient samples tested during method validation at the
Octave Bioscience Clinical Laboratory. (&) Subject’s biomarker level relative to
levels in MS patient samples from which the MS ranges were determined. (¥)
Biomarker is inversely correlated with disease activity, therefore a lower
concentration was associated with a higher level of disease activity in
validation studies.
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The Octave® MSDA test
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Octave MS Disease Activity Test Report
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AGE AT SAMPLE DRAW TRFID TEST REQUESTED COLLECTION DATE RECEIVED DATE SPECIMEN TYPE

Octave MS Disease Activity Test

What is the MSDA test?

Diseuse Activity SCOre 4 . o Patient has a Low Disease Activity (DA) Score. Generally, this indicates disease activity is well
Low

controlled as evidenced by a high probability of minimal or no radiographic worsening.

e Minimally invasive blood serum test
- e Developed specifically for MS
- e Analytically and clinically validated
. e 18 proteomic biomarkers — single

o i & = Disease Activity score
Supports both clinical practice,

Disease Activity & Pathway Scores: Current and Historical Results

Collection Date DA Score Immunomaodulation Score Neuroinflammation Score Myelin Biology Score Neuwroaxonal Integrity Score  MS Disease Modifying Therapy

10/11/2021 2.0 2.5 2.5 25 Aubagio | M- | -t : | d -t h h
09/01/2020 4.5 4.5 2.5 5.0 Mavenclad Clinica ria S’ an O erresearc

08/29/2019 3.0 3.0 15 3.0 Mavenclad

09/10/2018 7.0M 7.0 7.5 8.0 9.0 Interferon beta - -
09/21/2017 55 55 4.0 7.0 Interferon beta

09/27/2016 7.0 8.0 7.0 10.0 Not Provided

MSDA Score Interpretation

Test Description: The Octave MS Disease Activity Test measures the concentrations of 18 serum proteins. An algorithm is applied that utilizes subsets of the protein concentrations (adjusted for age
and sex) to caleulate four Disease Pathway Scores that reflect key hallmarks of multiple sclerosis pathophysiclogy: Immunomodulation, Neursinflammation, Myelin Biology and Neuroaxonal
Integrity. The individual Blomarkers and the four Disease Pathway scores are used to determine the overall Disease Activity Score. The score is reported on a 1.0 to 10.0 scale with intervals of 0.5
Prior to 01May20232, MSDA scores were derived from an earlier iteration of the algorithim. The current version of the algorithm was validated for disease activity assessments and results from the two

algorithm versions were demonsirated to be equivalent. Statistical performance metrics for the overall DA score were established at both thresholds: For the Low vs. Moderate/High Score Threshold: M o D E RA I E
Sensitivity = 0.737, Specificity = 0.616, Positive Predictive Value (PPV) = 0.566, and Negative Predictive Value (NPV) = 0.775. For the Low/Moderate vs High Score Thresheld: Sensitivity = 0.619,

Specificity = 0.928, PPV = 0.52, and NPV = 0.951. Test results are intended to aid in the assessment of disease activity in patients with MS when used in conjunction with standard clinical and

radiographic assessments. This test is not intended or validated to diagnose MS. A limitation of our validation study is the relatively low representation of non-Caucasian patients in our cohort!.
Post validation studies have been reported that demonstrate generalizability of MSDA results to diverse pu::pulali-::ans2 .
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The Octave MS Disease Activity Test is intended for clinical use. Octave Bioscience Ine. developed the MS Disease Activity  CLIA N* LABORATORY IDN* PFI N* °
Test and determined its performance characteristics. It has been analytically and clinically validated and is offered as a Lab 0502168340 CDF-00354252 9558
Developed Test. It has not been cleared or approved by the US Food and Drug Administration (FDA). The Octave Bioscience m e r I c a n
Clinical Laboratory is certified under the Clinical Laboratory Improvement Act of 1988 (CLIA) as qualified to perform high :’*50 R*’;ITER' D':ECT‘?'“ MD
ussell Kerschman
complexity clinical testing and is a College of American Pathology (CAP) Accredited Laboratory. " Ac a d e m Of
@
Octave Bioscience - 1440 O'Brien Drive, Suite B, Menlo Park, CA 94025 - www.octavebio.com - Phone (650) 459-0942 1/2
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Octave® MSDA test: risk assessment of MS disease
activity and severity
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Moderate/High Low 4.49 times more likely to have =1 Gd+ lesions

High Low/moderate 20.99 times more likely to have =2 Gd+ lesions
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Chitnis, T. et al. Clinical validation of a multi-protein, serum-based assay for disease activity assessments in multiple sclerosis. Clin. Immunol. 253, 109688 (2023).
*DC = Demographic correction using Octave MSDA Test methodology
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Real-world utilization of the MSDA test

Growth in MSDA Test volume for MS patients
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MSDA score distribution: 66% Low, 28% Moderate, 6% High
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Year To Date (YTD):

25,242 total tests
through January 31, 2026

Test volume increased by >1,000%
from 2022 to 2025
(1,032 tests in January 2026)

17,945 unique patients

through January 31, 2026
(1,032 unique patients in January
2026)
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Expanding Provider and Clinic Utilization

Expanding Clinical Network

367
=O= Providers -
350 Institutions 367 providers
through end of 2025
(444 by January 31, 2026)
300
250 [ ] [ ] [ )
206 institutions
_ through end of 2025
€ 200 (237 by January 31, 2026)
z
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150
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Patient Demographics

52.4+13.6 yrs Disease 13.8 + 8.9 yrs

Age 18-92 yrs range Duration

RACE (n=10,769)

* Excludes 7,176 not entered

GENDER ETHNICITY (n=9,857)

* Excludes 8,088 not entered

4.70/0 95.3% Non

Black 14.2% H .
HISPANIC/LATINQ/|[ ™spanic
I Female
Other .9.6%
Male
0 20 40 60 80

% of patients

% 34.7%

AT LAST TEST [0l High 44.5% [ |Moderate 14.8% [l Low 5.6% [l No DMT 34.7% American
(n=1 2’770) ** Excludes 5,150 not entered and 25 other/no match > Academ Of
High Efficacy = anti-CD20s, natalizumab, alemtuzumab, cladribine; Moderate Efficacy = S1Ps, (
\ fumarates, teriflunomide; Low Efficacy = interferons, glatiramer acetate / /\ Neur0|09y
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Longitudinal changes in MSDA scores

Histogram of MSDA Score change (test 1 - test 2) MSDA Score change (test 1 - test 2) by category
Sl ' o Significant differences in MSDA scores between
=l - . Z | consecutive tests across all categories (p<0.0001).
T
% » % 0. ... S S
5 400 = L Mean score changes Mean score changes
§ 300 \ 2 Test1-> Test 2: Test 2 -> Test 3:
A =
I/‘ i +0.2 for low +0.1 for low
0 el ,_.f,,glj I _ —1.0 for moderate —0.6 for moderate
Change in MSDA score (test 1 - test 2) (r2A92) MSDA scor(;z;;::z)ry Attest 1 Hi=stld —3.3 for high _2.6 fOI" high
Histogram of MSDA Score change (test 2 - test 3) MSDA Score change (test 2 - test 3) by category
=J ol | — High MSDA scores: mean decrease exceeded the
g 200 v, detectable change threshold (-1.24), suggesting
- s o [ ] effective treatment.’
§ - 2 * Score category defined at the first test of each consecutive pair
> 5 Number of Patients: 12,835 pts (1 test);
- S _— 3,556 pts, 19.8% (2 tests); 1,554 pts, 8.7%(3+ tests)
Change in MSDA score (test 2 — test 3) S diicd e L
MSDA score category at test 2
Days between tests Average Median
* Only patients with at least 90 days between American
consecutive tests included in the figure. Test1->Test 2 310 days 260 days > ( Academ of
Test2 -> Test 3 267 days 216 days /\ Neurology
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Median MSDA score by DMTs

10
8
o
o n=617
o S
(7] n=392 n=769
g n=442 n=1,312 n=915
(73] 5
s n=894
Moderate n=903
4 | -
] ]
LOW ‘
1 —— —— —— = = i e— l— D A = =
anti-CD20s S1Ps Cladribine IFNs Natalizumab Fumarates Alemtuzumab Teriflunomide Gl ame No
ttttt e Curre
DMT

DMT Mechanism of Action

Real-world data suggests emerging proteomic DMT signatures based on MOA of DMTs
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Why do clinicians use the MSDA test

Indications for use (n=14,284 tests)
* Excludes 10,958 other

707 (4.9%)

N

[ Pre/Post Therapy]

Baseline
4,187 (29.3%)

B Routine [ Baseline M Pre/Post Therapy

© 2026 American Academy of Neurology

262 (1.8%)

Octave Cares
Octave's Financial Aid Program

e Launched in Q1 2025 to make the
MSDA test accessible and affordable

for all patients
e Empowers physicians to order with

confidence

To date of those patients who received
the test, 90% have paid SO

—

Routine
9,128 (63.9%)

Relapse
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Clinical Applications for the MSDA Test at UTSW

1. Risk stratification at diagnosis:

« (Guides treatment decisions and enhances patient counseling, especially when conservative care is favored
* For individuals with radiologically isolated syndrome who are diagnosed with MS

2. Relapse confirmation: Patient-reported symptoms can be non-specific and may reflect pseudo-exacerbations triggered
by heat, minor infections, or stress rather than true inflammatory disease activity

3. Routine disease activity surveillance:

* For individuals on FDA-approved disease-modifying therapies, the MSDA Test offers objective insight into ongoing
disease activity

* For untreated individuals previously exposed to alemtuzumab, oral cladribine, etc.

DMT discontinuations due to factors such as infections, treatment fatigue, insurance changes, or perceived risk
outweighing the benefit (i.e., age >65 years)

4. Disease monitoring during high-risk periods:

* For women with multiple sclerosis who are trying to conceive, during pregnancy, and throughout the postpartum
period

 Disease rebound survelllance

5. Alternative to MRI: Surveillance MRI studies can result in substantial out-of-pocket costs and care delays due to limited
access. In addition, these studies are often perceived as uncomfortable and anxiety provoking

> Am%rlcan f
Academyo
/\< Neurology




Conclusions

The Octave® MSDA Test: Driving a New Standard in MS Management

01
Broad Adoption

Significant uptake across
U.S. clinical practices,
reflecting growing confidence
in blood-based biomarker
tests

© 2026 American Academy of Neurology

02

Actionable Biological
Insight

High-scoring patients showed
meaningful MSDA score
decreases (-3.3 at Test 2),
exceeding the 1.24 minimum
detectable change threshold

03

Clinical Utility and
Paradigm Shift

A versatile, blood-based tool
for longitudinal MS
management, relapse
assessment and treatment
optimization — signaling a
shift toward proactive,
biomarker-driven MS care
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