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Background Clinical Results
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Figure 4. Overall Survival aBorderline Resectable patients (n=13)

Effective therapies for PDAC are urgently needed. CAN -2409 is a replication -defective adenovirus
encoding the HSV -thymidine kinase gene, administered intratumorally in combination with a prodrug
(valacyclovir or acyclovir). Cells transduced with CAN -2409 activate prodrug, resulting in immunogenic
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4. Local immunization yields systemic CD8+ T cell
mediated anti-tumor response

2. Localized cytolytic mechanism combined

with proinflammatory viral particles >0 150 25.0 35.0 45.0

0 In the LA patient population, OS in the 3 test arm patients were 6.3 mo, 5.6 mo, and 14.4 mo; OS in the 2 control arm patients were 12.7 mo and 24.6 mo.
0 Due to the small number of patients and variability in the data, no statistical significance was reached.

Methods

Figure 5. Case of Special Interest aFrom metastatic disease to RO resection and complete pathologic response with prolonged ove rall survival

PaTKO02 isa randomized, open -label, phase 2 clinical trial evaluating safety and efficacy of CAN -2409 +
prodrug combined with standard of care (SOC) chemoradiation (CR) and surgery in borderline resectable
(BR) or locally advanced (LA) PDAC.Two to 3 courses of CAN-2409 + prodrug were administered after
Induction chemotherapy, during CR, and during surgery ( if performed ). Endpoints included overall
survival (OS) at 24 months and serial CA 19-9 levels in treatment arm (n=6) versus controls (n=5). Immune
profiling of available peripheral blood samples was performed using OLINK in 4 test arm patients
compared to 3 control patients . H&E staining and multiplex immunofluorescence were performed on
available tissue samples pre - and post -treatment with CAN -2409 + prodrug from 2 test arm patients
versus 1 control patient.

Figure 1. PaTKO2 study design
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-2409 In Resected PDAC Tissue

Figure 6. CAN -2409 infiltrates are enriched in CD8+Ki67+Granzyme B+ cells

Immunological Effect of CAN

Figure 5. CAN -2409 induces formation of dense lymphocyte aggregates, disruption of tumor structures, and
necrosis in PDAC
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Borderline resectable (n=13) Locally advanced (n=5) N §
Patient population* Test Control Test Control *
(n=7) (n=6) (n=3) (n=2) Pancreas resection

Demographics

Arrow: cancer cells; Arrowhead: disrupted tumor structures and tumor necrosis; Asterisks: immune cells Immunohistochemistry staining (brown) for PDL -1 in pre and post treatment samples demonstrating increase staining

Age median (range) ayr 63 (56 - 74) 63 (54 -77) 60 (55 -73) 60 (48 - 72) around tumor structures and infiltrating cells
Male sex - no. (%) 2 (29) 5 (83) 2 (66) 1 (50) _ _ . . . . . . : : :
Female sex - no. (%) 5 (71) 1(17) 1(33) 1 (50) Figure 8. Disease course altered with salvage chemotherapy with ongoing survival in CAN -2409 arm, but not in Figure 9. Increase in plasma levels of granzymes B and H, IFNg and IL10 in
White not Hispanic ethnicity* - no. (%) 3 (43) 3 (50) 2 (66) 1 (50) the control arm borderline resectable patients after CAN -2409 administration (but not the
Hispanic ethnicity - no. (%) 4 (57) 3 (50) 1 (66) 1 (50) Test arm Control arm control arm)
ECOG 0 - no. (%) 6 (85) 5 (83) 1(33) 2 (100)
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Head - no. (%) 6 (85) 3 (50) 3 (100) 2 (100) 30
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Gastrointestinal disorders Elevated AST/ALT 1* 0 0 0 oo v Soe 0" Months 0 & o e
Abdominal pain 1(10) 1(10) 2(20) Elevated creatinine 1* o) 0 0 é
ause g o 10 r 330) o 4(40) tga E:ﬂggﬁg;” WEC) i 8 8 8 0 Testarm cases2172PIN, 2182PLB recurred with spike in CA19 -9 (sensitive marker of tumor volume), but T —, —— PO S —
. . aseline stagin aseline St 2line stagin seline st
P T 200 T 3a0) Low Lymphocytes 1 3 . 5 CA19-9 responded to salvage chemotherapy and patients are alive and under follow  -up s G s e i
Fever 2(20) 2(20) Low Neutrophils 2 0 2 0 o0 Control arm cases 2022PIN, 2152PLB, 2052PLB recurred, but CA19-9 did not respond to salvage chemo and . |
Flu-like symptoms 2(20) 2(20) Low Platelets 2 0 0 0 patients died Olink Target 96 10 pane
Metablism and nutrition disorders *Related to CAN -2409 + prodrug _
Anorexia 2(20) 2(20) Conclusions
Nervous system disorders
Dizziness 2(20) 2(20) o Interim data from the PaTK02 randomized clinical trial showed that treatment with two to three injections of CAN  -2409 + prodrug in patients undergoing SOC treatment for BR PDAC is associated with

prolongation of overall survival.

0 The majority of adverse events and laboratory abnormalities reported were grade 1 and 2.

o The most common adverse events reported in more than one patient included fatigue, fever, flu  -like o Administration of CAN -2409 + prodrug was not associated with significant incremental local or systemic toxicity in patients with non-metastatic PDAC when used in combination with SOC
symptoms, abdominal pain, nausea, anorexia, and dizziness. chemoradiation and surgery.
0 One serious adverse event (SAE) of acute kidney injury possibly related to prodrug and one SAE of 0 In patients with progressive disease, there was a CA19.9 and survival response to salvage chemotherapy in the CAN -2409 arm, but not in control arm.

grade 1 fever related to study drug were reported.

0 Resection specimens and biomarker analysis demonstrated CAN -2409 activates immune response in the pancreatic tumor and peripheral blood, potentially altering dis ease course in PDAC.

0 No dose -limiting toxicities (DLTs) were reported.**
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**Any unexpected and possibly related grade 4 toxicity and
weeks

any unexpected possibly related grade 3 toxicity that delays SoC treatment for more than 2 Ethics Statement: This Investigational Protocol was reviewed by the FDA and the Institutional Review Board at participating

institutions. All study participated provided written informed consent prior to study enroliment.
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