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Background Definition

« "OPMDs - are any oral mucosal abnormality
that is associated with a statistically increased
risk of developing oral cancer.”

« leukoplakia: white plaques of questionable risk,
having excluded other known diseases or
disorders that carry no increased risk for cancer

Leukoplakia,

Erythroplakia

Proliferative verrucous leukoplakia

Oral lichen planus,

+ And others: oral submucous fibrosis, palatal
lesions in reverse smokers, lupus
erythematosus, epidermolysis bullosa, and
dyskeratosis congenita.
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Classification (consensus report) Current management issues
Management varies
; A3 approveq from observation to

* Homogenous chemoprevention

aggressive wide
treatment A q
* Non-homogenous surgical resection
* Nodular leukoplakia: Small polypoid or
rounded outgrowths, red or white
excrescences.
« Verrucous leukoplakia: The surface is raised,
exophytic, wrinkled, or corrugated
« Erythroleukoplakia When routine
observation is
sufficient?
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Fluorescent imaging/mapping

Positie for MET and PDL1

Progressive OPLs Static OPLs

Risk-Predictive
Biomarkers

Early intervention for
high-risk progressive
oral dysplastic lesions

Oral Cancer Low-grade OPLs
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Crawford M, et al. On the Cutting Edge of Oral Cancer Prevention: Finding Risk-Predictive Markers in Precancerous Lesions by Longitudinal Studies. Cells. 2022; 11(6):1033,
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Potential markers of malignant transformation

Oral premalignant lesions — longitudinal studies
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Formulation Method
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Results
Dye: Antibody Ratio

+ Atezolizumab (ATZ): IR800 (1:20) = 1.71
« Brontictuzumab (BRO): Cy5 (1:28)=2.78
+ Onartuzumab (ONT): FI (1:10)= 3.4
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Live Cells Multispectral Imaging
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In vivo Multispectral Imaging
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In vivo MSI in Oral Epithelial Malignancy

“Bold indiaateaseoks of raoer infusion and imaging

« 4NQO exposure models oral carcinogen
exposure akin to habitual cigarette use {516 weois s mca

« Allows dysplasia progression modeling

. Week:
+ Week 18: Low to high grade dysplasia e ! ” oo 2

+ Week 22: High grade dysplasia to oral squamous
cell carcinoma
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In vivo MSI in Oral Epithelial Malignancy In vivo MSI in Oral Epithelial Malignancy
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Mucosal lesion organoids Mucosal lesion organoids - MSI
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Conclusion FUTURE DIRECTIONS

« Tracers has shown promise in early studies, but further exploration of clinical relevance is
warranted

We have successfully formulated and quantified the FI-OTZ, Cy5-BRO, and IR800-ATZ through the U.V absorption and SDS-

PAGE

v

« Future study will address the following questions:
These conjugates successfully target MET, NOTCH-1, and PD-L1, respectively—all of which are highly expressed in head and
neck mucosal cancer cells.

v

« Sensitivity and specificity of the tracers for low grade, high grade, and malignant lesions

+ Optimal administration route, dose, and timing

> In vitro MS| imaging and blocking studies (flow cytometry) showed specificity towards respective antigens. + Safety profile per route of administration
> In vivo MSI showed precise tumor uptake and specificity of FI-OTZ, Cy5-BRO, and IR800-ATZ yu
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