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Background

Improvements in the treatment of pancreatic cancer have been very limited, in part
due to the Inability to deliver chemotherapy to the tumor at efficacious
concentrations for prolonged duration. PTM-101 is a proprietary flexible
absorbable film that enables sustained, high-dose administration of paclitaxel
directly to the peritumoral area, maximizing anti-tumor potency and reducing the
severe side effects typically seen with systemic administration of paclitaxel.
PTM-101 was designed to easily integrate with well-established laparoscopic
procedures that can be used for peritumoral placement and deliver drug directly
onto the tumor for up to 6 weeks.

Preclinical animal studies suggest that PTM-101 results in significantly enhanced
drug levels (>100 fold higher) in the tumor, compared with comparable systemic
paclitaxel dosing, leading to tumor reduction and survival benefit. In a murine
orthotopic patient-derived xenograft model, PTM-101 had a much greater impact
on limiting tumor growth and proliferation compared with |V infusion of an
equivalent dose of paclitaxel (e.g., smaller tumor volume, extended OS, inhibition
of metastasis). [1]

Method

This first in human study was conducted at a single site in Australia to assess the
safety, toxicity, and surgical feasibility of administration of PTM-101 containing
100mg of paclitaxel. PTM-101 was sutured directly onto the pancreatic surface
overlying the tumor by a surgical oncologist using well-established laparoscopic
equipment during a disease-staging assessment. Once in place on the anterior
surface of the pancreas, and for the duration of treatment, PTM-101 will release
paclitaxel toward the tumor in the anterior/posterior direction.

Approximately 3 weeks after PTM-101 placement, all participants began standard
of care therapy with mFOLFIRINOX. This study enrolled 3 subjects that had
treatment naive, Dborderline resectable or locally advanced, pancreatic
adenocarcinoma. Subjects were monitored closely for local and systemic
toxicities, as well as for signals of efficacy (e.g., tumor response by RECIST). An
independent central imaging lab reviewed CT scans to determine the tumor
volume and anterior/posterior dimension.
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Figure 1: PTM-101 is a film (A) that was designed to be rolled Figure 2: Schematic illustrating
up (B) for ease of laparoscopic implantation (C) directly on a placement of PTM-101 overlaying
pancreatic tumor. It delivers chemotherapy directly to the site a tumor and visualization of
of the tumor. anterior/posterior dimension

Results

PTM-101 was successfully implanted at the tumor site in all three subjects with no complications. All surgical procedures were successful, with PTM-101 deployment lasting
between 18 and 32 minutes. Subjects were followed for at least 6 months after implantation of PTM-101 to monitor adverse events and assess response to treatment. No product
related serious adverse events (SAEs), defined as events related to either the PTM-101 implantation procedure or PTM-101 treatment over 3 months post implantation, were
reported. Overall, PTM-101 was well tolerated with a total of five Grade 1 adverse events judged to be at least possibly related to the procedure or the product (Table 1).

No deaths occurred. Paclitaxel was undetectable in the circulation at all time points. Best overall response rate according to RECIST was stable disease (2 subjects) and partial
response (1 subject) (Table 2).

N (3)
Subjects with at least 1 event 3 Borderline Resectable | Locally Advanced Overall
Fatigue 1 (N=1) (N=2) (N=3)
Procedural Pain 1 Table 1: Product and/or Procedure Partial Response (PR) 0 1 1 Table 2: Best overall
Alanine Aminotransferase Increased 2 Related Adverse Events Stable Disease (SD) 1 1 2 response per RECIST 1.1
Aspartate Aminotransferase Increased 1 Overall Response Rate 0% 90% 33.3%
[1] Adverse Events are those which have a possible, probable, or definite
relationship to the device and/or procedure.

The local delivery of paclitaxel via PTM-101 resulted in reductions in Two out of three subjects treated with PTM-101, in addition to FOLFIRINOX, had substantial
anterior/posterior tumor dimensions in all three subjects, which is volume reduction of 40% or more. Median overall volume reductions of ~20% associated with
consistent with unidirectional, sustained release of paclitaxel to the tumor FOLFIRINOX treatment of similar patient populations have been reported [2].
microenvironment.
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Demographics Study Schema Conclusions

This study provided important evidence that PTM-101 is a surgically viable treatment, with
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