Digestive Disease Week 2021 — Poster #Fr488

Targeted delivery of soluble totacitinib citrate to the site

of inflammation to improve efficacy and safety progenity

Shaoying Nikki Lee, PhD'"; Cheryl Stork, PhD'; Chris Wahl, MD'; Sharat Singh, PhD'; Emil Chuang, MD'

'Progenity, Inc., San Diego, CA

Introduction Results Conclusion
There is an urgent need to achieve higher rates of App.rox:mately 10- to 15-foI.d Iowe.r dosg:s of Tofa coyld be used via intra-cecal delivery to achieve ~ Intra-cecal delivery of Tota to the inflamed mucosa can potentiate PD effects in tissue at a lower These results indicate that the targeted delivery of
clinical response, remission, and mucosal healing N equ:valent drug concentrations with minimal systemic drug exposure compared to PO. treatment dose. solubilized tofacitinib to the site of inflammation could
ir.‘ﬂammatOry bowel diseas.e (IBD). The Jangs kinase/ » Mean plasma concentrations of Tofa in all IC treated P At asimilar dose level, IC Tofa 10 mg/kg resulted in ~ » The levels of pSTAT3 were most significantly induced » IC QD Tofa at 10- to 15- fold lower doses showed increase tissue absorption and coverage to achieve
signal transdgcerg and activators Of transcrlptl.on groups were ~ 10- to 1.00—fo|d lower than the in vitro 20-told higher tissue/plasma exposure ratio than PO in the control group, suggesting DS.S—c:oIitis may be greater efficacy at inhibiﬁing PSTAT3 in the .colon over maximum efficacy with a lower risk of systemic toxicity.
(JAK/STAT) signaling pathways are important in JAKZ IC_, (1377 nM) (Figure 1). 15 mg/kg. § gln:.ed|ate§|) by the pSTAT3/IL-6 signaling pathways time and compared to higher oral doses (Figure 3).
controlling the aberrant immune response of IBD. ' 'gure 3.
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Pharmacokinetics (PK), pﬂarmacodyﬂamics (PD), 1. Meyer D, Jesson M, Li X, et al. Anti-inflammatory activity and
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inhibtion over time via IC at 10-15X lower PO dose (Figure 2B).

b Follow-up formulation evaluation studies in IC swine also demonstrated that improved tissue absorption and Hepatol 2010; 4(6): 723 31.
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dark purple). Error bars represent standard deviation. TOS = Tofacitinib Oral Suspension; TSF = Tofacitinib Soluble Formulation. Progenity® is a registered service mark of Progenity, Inc. | progenity.com/research




