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S Pladder cancer follow-up is still invasive, costly and
Bladder Cancer 2026  Imperfect

4 Bladder cancer social and sanitary challenges )

Recurrence rate of 70%
5,500,000 BC suspicious patients

> 600,000 cases per year Follow-up of 5 - 10 years (2-4 times per year)

\ GLOBOCAN 2022 Most expensive cancer disease per patient for the health system j

BCG problems

50-60% effectiveness

Painful & longtime treatment.

27 WeeKly instillations

New therapy approval AFTER BCG failure

Diagnosis Monitoring

» Highly Invasive

Expensive.

» Operator skills
dependent

Y
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MasterClass in Where can urine biomarkers change
Bladder Cancer 2026 o o
the patient journey?

Hematuria / risk recurrence /
suspicion stratification progression
v’ Detection
v' Monitoring

v Treatment response prediction

The question is not only whether we can detect cancer. The real clinical value is
where we can help urologists make better decisions
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MasterClass in

Bladder cancer 2026 Wy urine in bladder cancer?

v" Direct contact

Urine is not a — LIQUID BIOPSY URINARY with urothelial
BIOMARKERS o Crer
S u rrogate 7 IncRNA )
sample — it is 'y R v" Non-invasive,
th tural liquid = repeatable,
; tr)]a uraf IqUI .’:ﬂA ‘:;:1?“':;; cfDNA scalable.
Iopsy Tor NMIBC/MIBC 5 URINE SAMPLE : v’ Suitable for
bladder cancer e
longitudinal
EXFOLIATED monitoring.

TUMOR CELLS

It is biologically close to the disease and can be repeatedly collected without adding
burden to patients.
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BlaDimiR: the Platform

A non-invasive molecular diagnostic platform that:

3 PRODUCTS. 3 UNMET NEEDS. 1 PLATFORM.

* BlaDimiR

DIAGNOSTI

Diagnosis &
Follow-up

Replaces cytology. >90%

accuracy.

~100% low-grade detection.

Reduces 1-2 cystoscopies per
patient per year.

Immediate reduction in

hospital workload and costs

X #BladderMasterClass26é

+ " BlaDimiR

PLUS

BCG Response
Prediction

* The world's best urine test
predicting BCG treatment
response.

¢ Protects patients from toxic,
ineffective therapy.

* Avoids toxicity, hospitalizations

and wasted cost

BlaDimiRIO

Immuno-oncology
Selection

¢ Predicts immunotherapy
response.

» Designed as a Companion
Diagnostic (CDx): the gateway

to major pharma partnerships.
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Masterclassin BlaDimiR detects bladder cancer in urine
Bladder Cancer 2026 . °
with high accuracy
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e BlaDimiRplus: moving from treatment
Bladder Cancer 2026 sfter failure to treatment stratification
[ Validation in urine

(n=143) ] 2-4 weeks For at least 1 year

1 S 1 Treatment starts Treatment ends Response evaluation
Pre-TURBT Pre-treatment
samples samples
Individual miRNAs and ratios Logistic regression analysis
Variable AUC Sensitivity (%) Specificity (%) p-value Variable B coefficient SE B coeffident p -value
'“f:-jggp g;; 2;: ;gg 2;21 miR-223-3p/miR-182-5p ratio 18.015 11.486 0.117
mi -3p : - ' . . . .
miR 57850 083 I 50.0 0,021 miR-223-3p/miR-483-3p ratio -53.331 32.959 0.106
miR-223-3p/miR-483-3p ratio 0.90 87.5 80.0 0.005 Constant 30.771
miR-223-3p/miR-579-3p ratio 0.90 100.0 80.0 0.005 AUC =0.95; p -value = 0.0004

TURBT > Pre-treatment urine sample » RT-qPCR » BCG response prediction » treatment decision
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S Beyond BCG: urine-based prediction of
Bladder Cancer 2026 jmymunotherapy response

2-4 weeks 1 l l 1 l l 1 1 l 1 1 For at least 1 year
e S S
el 1 =l 1 Treatment starts Treatment ends Response evaluation
Pre-TURBT Pre-treatment
samples samples Multimodal analysis
(N=57) (N=57)
Best combination of miRNAs and cyto/chemoquines on urine samples
N\
/f RISC L\\ Combination Sample group AUC Sensitivity (%) Specificity (%)

k!

CXCL10/IP-10
TGF-p1 1 100 100
miR21-5p/miR429
miR21-5p/miR4443

. . Pre-RTU (combination BCG + anti-PD-L1) 0.85 75 90.91
miR222-3p/miR429
miR222-3p/miR4443 A - -
miR223-3p/miR429
ekl Pre-treatment (combination BCG + anti-PD-L1) 0.78 67.86 88.89

miR223-3p/ miR4443
X #BladderMasterClass26 & 1556 Octubre
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From clinical validation to implementation

@ VALIDATION (7 QUALITY & REGULATORY @ TECHNOLOGY TRANSFER
’ (Already underway) % (2026) - (2027)
e T o
// \ \' r\\‘\
wie ) - L))
\ SN ) = / \ 2 /
\, el / S 7/,./ N ; /
Multicenter clinical ISO 13485 + Licensing-ready
validation IVDR readiness platform
1000 patients ¢ 5 hospitals N
* Quality system implementation Transfer to certified labs
* Regulatory documentation eneipartiens
@ Prospective study ongoing ¢ Partner enablement

* CE pathway preparation
» Scalable deployment model

Our goal is to make urine-based precision medicine clinically actionable in bladder cancer.
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AECC-Innova BlaDimiR - Clinical trial

Prevalence: 10%
[ Objective 1: Primary tumor diagnosis } Sensitivity: 95%

Specificity: 86%
* "\ BlaDimiR
Il aGmMOETIC

Prevalence: 25%
[ Objective 2: Detection of recurrences ] Sensitivity: 91%

Specificity: 86%
+ % BlaDimiR

PLUS

Prevalence: 40%

[ Obijective 3: Response prediction to BCG J Sensitivity: 100%
Specificity : 85%
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Sample collection
(h=600DySy
91 BCG)

Son Espases

hospital universitari
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What s next?
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MasterCla: BlaDimiR as a Treatment Selection Companion
Bl dd C COMPANION DIAGNOSTIC OPPORTUNITY . .
goge ==Y Diagnostic

R BlaDimiR is architected to stratify patients before therapy initiation and monitor molecular
response longitudinally -~ purpose-built for CDx co-development and regulatory co-

submission.

What s
next?

O Patient Presents
™1 Initial clinical evaluation and referral for therapy

m BlaDimiR CDx Analysis

Urine-based companion diagnostic assay performed

z Molecular Stratification

Classified as Responder or Non-Responder

Il er Optimized Therapy

Treatment selected based on molecular stratification result

BCG Therapy
Predict response before initiation; avoid delayed escalation in non-responders

Anti-PD1/ PD-L1
Identify checkpoint inhibitor candidates and monitor on-treatment molecular dynamics

Emerging Therapeutics
Platform-ready for co-development with next-generation NMIBC and MIBC agents
Combination Regimens
Multi-biomarker signatures to support selection in complex combination therapy protocols
X #Bladder musier vus ar== 15 de Octubre




Take home message

v Urine can provide clinically useful molecular information.

v BlaDimiR is not just a test; it is not merely a diagnostic tool: it also
helps guide treatment selection.

v The platform is designed to integrate into molecular pathology
laboratories, not to complicate the clinical workflow.

v We are not proposing to replace clinical judgement, but to add a non-invasive
molecular layer to help urologists decide who needs closer surveillance, who may
avoid unnecessary procedures, and who is more likely to benefit from each therapy.
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