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Abstract MCTLA-4-Targeting INTASYL 27790 Silences Mouse CTLA4 mRNA in vitro Intratumoral MCTLA-4-Targeting INTASYL 27790 Provides Antitumor Efficacy Including a
Complete Response in the CT26 Model of Murine Colon Carcinoma
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Local intratumoral (IT) immunotherapy may enhance local activity and decrease systemic toxicity. Q40+ — lt_EJ 40 o o 7 1000 27700 (Mu CTLA-4 INTASYL) 2 mg ER
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Here we present proof-of-concept (POC) in vivo data showing IT efficacy of a novel INTASYL targeting Mouse CTLA-4 (mCTLA4)-targeting INTASYL 27790 concentration associated silencing of mouse CTLA-4 /\vg\v\/\ &
murine CTLA-4 (MCTLA-4; 27790) in two syngeneic mouse tumor models. MRNA compared to PBS vehicle treated control (UTC) or chemically identical but non-targeting INTASYL N\
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Methods CTLA4 mRNA silencing was validated in CHO K1 cells expressing murine CTLA-4 in vitro by Means + SEM (n = 2) are shown. Means were compared to UTC by one way ANOVA and Dunnett’s post Figure 4. Intratumoral mCTLA-4-Targeting INTASYL 27790 provides dose-mediated tumor growth

RT-gPCR. For in vivo efficacy, Hepal-6 or CT26 cells were implanted subcutaneously into the flanks of test. **p<0.001: *p < 0.05.
C57BL/6 or BALB/c mice, respectively. When tumors reached threshold volume (150 mms3), animals

inhibition in the CT26 model of murine colon carcinoma
Subcutaneous CT26 model. IT INTASYL 27790 (0.5 or 2 mg / dose; IT); IT non-targeting control INTASYL

were randomized into treatment groups; treatments were administered on Days 1, 4, 7, 10 and 13. Intratumoral mCTLA-4-Targeting INTASYL 27790 Provides Antitumor Efficacy in the (NTC), or anti-CTLA-4 mAb (BioXCell; 0.1 mg / dose; IP) were administered on Days 1, 4, 7, & 10
Vehicle (PBS), g chemically |de.ntllcal non-target.lng control (NTC) INTAS\_(L, or INTASYL 27790 at two Hepal-6 Model of Murine Hepatocellular Carcinoma (arrows). A. Mean tumor volume (mm?3 + SEM; N = 12) over time. One tumor treated with 27790 at 2 mg
dose concentrations were administered IT; anti-CTLA-4 monoclonal antibody (mAb; clone 9D9) was completely responded (CR) so as to become unmeasurable; no CRs observed for other treatments. B.
administered intraperitoneally (IP). Tumor volumes and body weights were recorded longitudinally. A B Tumor volume AUC (Day 1-13). Violin plots with medians and individual animals are indicated. Statistical
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vitro. When administered IT, mCTLA-4-targeting INTASYL 27790 elicited robust dose-associated = A~ mCTLA-targeting (27790) 0.25 mg S =vs NTC ***p <0.001, **p < 0.01.
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targeting CTLA-4 IT with INTASYL. € 4 500+ 2 5000- currently limited by high incidence of immune related severe adverse events (irSAES).
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Figure 1. INTASYL™ mechanism of silencing and structure = o4 - 0 retaining local efficacy, an application not well suited to antibodies. Furthermore,
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cell membrane | < ) Compound loads into RNA-nduced Subcutaneous Hepal-6 model. IT INTASYL 27790 (0.25 or 2 mg / dose; IT); or anti-CTLA-4 mAb
Yn, Clencing complex(RISC) N\ 'V et e (BioXCell; 0.1 mg / dose; IP) were administered on Days 1, 4, 7, 10 & 13 (arrows). A. Mean tumor volume « These studies provide proof-of-concept in vivo antitumor efficacy for IT INTASYL
(mm3 £ SEM; N = 6) over time. B. Tumor volume area under the curve (AUC) over the course of the study targeting CTLA-4, supporting further development to maximize efficacy and minimize

(Days 1-17). Violin plots with medians and individual animals are indicated. Statistical significance
assessed by one way ANOVA and Tukey’s multiple comparisons post-hoc tests. ***p < 0.001, **p < 0.01.
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toxicity of CTLA-4 inhibition beyond the limitations of current antibody therapies.




