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ABSTRACT TABLE 1: FIGURE 4:

Background: Intratumoral inflammation is a requirement for response to anti-PD-1 therapies. Previously, we
demonstrated that enhanced intratumoral IL-12 expression via injection of plasmid IL-12 (tavokinogene
telseplasmid; TAVO) followed by electroporation (IT-tavo-EP) can increase TIL, ratios of CD8* T cell: suppressive

Population with at least
Overall one tumor assessment

A Peripheral PMN-MDSCs:

. _ _ _ . _ _ _ Characteristic Population post- completion of 2 Screen C2D1
immune subsets, and IFN-gamma gene signatures, converting weakly immunogenic tumors into highly inflamed, (N = 57) cycles of TAVO e S—— #] ——
immunologically active lesions that regress with anti-PD-1 antibody therapy. Here, we present updated summary o -
safety data and evidence of systemic immune modulation from our two KEYNOTE trials in TNBC and melanoma. Mean age, years (SD) 63 (12.1) Responding '"“j; “
Gender n (%) patient o : ‘ 3_ >
Methods: Melanoma (KEYNOTE-695) and mTNBC (KEYNOTE-890) patients were treated every six weeks with Male :
IT-tavo-EP on days 1, 5, and 8 of every odd numbered cycle. Clinical toxicity was assessed at 3-week intervals and Female ' 30 (58.8 u !; 3!
graded by CTCAE v5. In addition, pre- and post-treatment tumor biopsies and peripheral blood samples were 2;‘; n (%) -Lmvwﬂwmﬁ N q"—f;rnr_,;rm-:;wrrmT--n-mvm—pmwm—;
interrogated for treatment-related immunological changes in the frequency of CD8™ TIL and other key IL-12-driven Black African American I PMN-MDSC- 10.7% | T PMN-MDSC- 39.4% |
peripheral immune cell populations. Hispanic or Latino .
| | | | | | | Nat.ive Hawaii or Pacific Islander Non-responding
Results: 57 patients (TNBC and melanoma) were assessed including 44 patients with anti-PD-1 antibody-refractory White patient
melanoma, and 13 patients with chemotherapy-refractory mTNBC. TAVO in combination with pembrolizumab was Theeroe & Enl al aele T 196 )
well-tolerated with only 2 of 44 (4.5%) patients from KEYNOTE-695 (cellulitis and presyncope) experiencing grade 3 A _ 0 (0.0) § |
treatment related adverse events (TRAEs) and 3 of 13 (23%) from KEYNOTE-890 (acute renal failure, hyperglycemia, 1B 2 (3.5) 1(1.9) -
and increased fatigue) experiencing grade 3 treatment-related adverse events to combination therapy. Flow 1B 7(12.3 6 (11.7) -
cytometry on matched fresh biopsies from the KEYNOTE-695 revealed significant increases in CD8™ T cells after 1 N 9(15.8 9 (17.6)
cycle of treatment. Despite previous data demonstrating non-detectable circulating IL-12 levels after treatment with :xA 20 (:'35) 12 2250)2) B Change in peripheral PMN-MDSCs across KEYNOTE-695 and KEYNOTE-890:
TAVO, paired peripheral blood analysis from both trials revealed a treatment-related increase of KLRG1+/CD127~ IVB 7 (12.3) 7 (13.7)
SLECs as well as a treatment-related reduction of MDSCs in the periphery predominantly in responding patients. IVC 8 (14) 8 (15.6)
Not specified 2 (3.5) 2 (3.9)
Conclusion: Updated cumulative safety data demonstrates that TAVO + pembrolizumab is well-tolerated in patients Prior lines of therapy, n (%)
with advanced solid tumors. In multiple tumor settings peripheral blood analyses demonstrates both local and most 1 25 (43.8) 22 (43.1)

importantly, systemic signals of IL-12 mediated anti-tumor immunity in the absence of systemic IL-12 exposure. 2 13(22.8) 13 (25.4)

Thus, TAVO acts as an in situ vaccine to further potentiate the anti-tumor activity of pembrolizumab with a favorable >2 19 (33.3) 16 (31.3)
Prior anti-PD-1 cycles

Pembrolizumab IV N 33 (3-18) N 33 (3-18)
Nivolumab IV N 20 (4-25) N 18 (4-25)

toxicity profile.
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Patients are treated with 0.5 mg/mL TAVO™ to the accessible lesions on days 1, 5, and 8 every 6
weeks, and with 200 mg IV pembrolizumab on day 1 of each 3-week cycle for 27 weeks.

TAVO™ is injected at a dose volume of ~ V4 of the calculated lesion volume, with a minimum dose
volume/lesion of 0.1 mL. An applicator with a hexagonal array of 6 microneedles is placed into and
around the injected tumor, with the tip co-localized at the site(s) and depth of plasmid injection. Six
pulses at a field strength of 1500 volt/cm and pulse width of 100us at 300-msec intervals are delivered.
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B Trial Inclusion Criteria
Figure 2: Clinical sites active or soon to be operational for KEYNOTE-695 and KEYNOTE-890.

For both trials, patients must be >18 years with ECOG performance status of 0-1 and must have Responding patient Non-responding patient
measurable disease based on RECIST v1.1 and at least one anatomically distinct lesion accessible for - -
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or nivolur%/ag 9 ( ) P A Representative mIHC images from KEYNOTE-695 and KEYNOTE-890 patients ? o W
- Progressive disease per RECIST v1.1 determined by radiologic assessment Screen 2D ]
- Documented disease progression <24 weeks of the last dose of anti-PD-1 N ---
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otentially curative treatment I 2is | s Figure 4: A) Peripheral PMN-MDSCs at screening (S) and on day 1 of cycle 2 of treatment for a representative
P _ responder and non-responder patient. B) Fold-change in PMN-MDSCs levels versus clinical response across
Patient 2 both trials (C2D1 over Screen; Log?2 scale). C) Changes in proliferating CD8* central memory cells are shown for
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Note: Adverse events were mapped according to MedDRA. For studies OMS-1100, OMS-1102 (CC15-852) OMS-1103, and OMS-1110 MedDRA v19.0 was used. o - Increases in intratumoral CD8* T cells may correlate with |mproved clinical outcome
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study drug (plL-12 and/or electroporation or pembrolizumab) was reported as ‘unlikely’, ‘possibly’, ‘probably’ or ‘definitely’ related to study drug. Patients were £ . . . _
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D o a T = & TAVO + pembrolizumab continues to be well-tolerated in patients with advanced
_ solid tumors
Figure 1: Treatment regimen (A) and trial inclusion criteria (B) for KEYNOTE-695 and KEYNOTE-890 trials. (C) Loge-fold, C2D1/5 _ o _ o _ _
Summary of Treatment-Emergent Treatment-Related Adverse Events. Figure 3: Following 1 cycle of combined therapy, treatment-related increases in TIL density were observed in Across multiple indications, TAVO acts as an in situ vaccine to potentiate the
patients from both KEYNOTE-695 and KEYNOTE-890 (subset of patients shown with matched pre- and anti-tumor activity of pem brolizumab
Abbreviations: BRAF, B-Raf murine sarcoma viral oncogene homologue; ECOG, Eastern Cooperative Oncology Group; EP, electroporation; PD-1, programmed cell death protein 1; P, post-treatment biopsies, unless otherwise noted). A) Representative mIHC images from two patients with quantitation.

pembrolizumab; RECIST, Response Evaluation Criterial In Solid Tumors; TAVO™, intratumoral administration of interleukin-12 plasmid followed by electroporation, ER, estrogen receptor;
PR, progesterone receptor; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry.

Enroliment in both KEYNOTE-695 and -890 is ongoing

B) Fold-increase in CD8* T cells versus clinical response across both trials (C2D1 over S; Log2 scale).
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