A pilot open study to assess the efficacy and satety of ON-01910.Na (RGS) in
patients with recessive dystrophic epidermolysis bullosa associated locally advanced
/ metastatic squamous cell carcinoma
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Background:

Pre-clinical investigations:

Recessive dystrophic epidermolysis bullosa (RDEB)
IS an extremely rare genodermatosis caused by
mutations in COL7A1l

Resultant lack of functional collagen VII manifests as
severe skin and mucosal blistering in patients

RDEB patients are at risk for aggressive cutaneous
squamous cell carcinomas (cSCCs) arising from their
chronic wounds

cSCCs are the most common cause of death in RDEB
There are limited effective treatment options for
advanced RDEB-associated cSCCs that are
metastatic or unresectable

More safe and effective therapeutic modalities are
needed for RDEB-associated SCCs.

ON-01910.Na (RGS), a polo-like kinase inhibitor, has
been matched as a promising therapeutic option in
RDEB-associated SCCs

We previously demonstrated that RDEB SCC
keratinocytes are specifically affected by polo-like
kinase-1 (PLK-1) siRNA.

ON-01910.Na, out of 8 screened PLK-1 inhibitors,
demonstrated largest therapeutic window for
distinguishing between tumor and normal cells
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Approach:

 QOpen-label, non-randomized phase 1/2 study

Objectives:

* To assess the safety and efficacy of oral and |V
formulations of ON-01910.Na in patients with locally
advanced or metastatic RDEB-associated SCC

* To collect pharmacokinetic data of ON-01910.Na from
patient blood

* To complete biomarker analysis on patient tissue

ngblhty_
Confirmed diagnosis of RDEB with histologic evidence of

cSCC
 Failure to respond to standard of care including excision
or systemic therapy
* No concomitant cancer therapies
Qutcome measures:
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Clinical photos, PET-CT images PK analysis, Biomarker
cSCC tumor (RECIST 1.1) Safety labs analysis,
measurements (CTCAE v5) Histology
Enroliment:

» 2/6 patients currently enrolled (USA)
o 2/12 patients currently enrolled (Austria)

Sites currently enrolling:
 Thomas Jefferson University, USA
* NCT04177498
* EB House, Austria
* NCT03786237

Email: Neda.nikbakht@jefferson.edu



