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Overview ongoing Part C:

Safety:

Most of the related treatment-emergent adverse events (TEAE) were mild in severity, with no dose-

Methods

Introduction

IMU-856 is an orally available and systemically acting small molecule modulator that targets SIRT6
(Sirtuin 6), a protein which serves as a transcriptional regulator of intestinal barrier function and
regeneration of bowel epithelium. IMU-856 has been shown in preclinical investigations to avoid
suppression of immune cells. It may therefore maintain immune surveillance for patients during
therapy, an important advantage versus chronic treatment with potentially immunosuppressive

medications.
Mechanism of action of IMU-856

Figure 1. IMU-856 is a highly selective and potent Figure 2: SIRT6 is a NAD*-dependent histone/nonhistone
inhibitor of the deacetylase and ribosyltransferase protein deacetylase and ADP-ribosyltransferase. IMU-856

activity of SIRT6 and at the same time induces improves regeneration and appropriate function of the gut
stability and enhanced expression of SIRT6 protein.  lining by supporting self-renewal and differentiation

This Is a first-in-human, double-blind, randomized, placebo-controlled clinical trial comprised of three
parts. In the single ascending dose (SAD) part of the phase 1 clinical trial, healthy human subjects were
randomized (ratio 3:1) in a double-blinded manner to either placebo or active treatment with single doses of
IMU-856 at 10, 20, 40, 80, 120 and 160 mg. In the multiple ascending dose (MAD) part of this clinical trial,
healthy human subjects were dosed for 14 consecutive days with 40, 80 or 160 mg once-daily of IMU-856
or placebo in a double-blinded manner (ratio 3:1).

The ongoing Part C includes a double-blind, randomized, placebo-controlled trial designed to assess the
safety and tolerability of IMU-856 in patients with celiac disease during periods of gluten-free diet and
gluten challenge. A total of approximately 42 patients are planned to be enrolled in two consecutive cohorts
with 80 mg and 160 mg of IMU-856 or placebo given once-daily over 28 days. Secondary objectives include
pharmacokinetics as well as acute and chronic disease markers, including interleukin-2 (IL-2) and those
evaluating gastrointestinal architecture and inflammation.

dependency. There were no systematic clinically important findings relative to safety and tolerability, as
assessed by physical examination, clinical laboratory tests, vital signs, and 12-lead electrocardiograms
(ECGS).

Part A:

Single doses of IMU-856 were safe and well-tolerated with catheter site irritation and catheter site pain being
the most common TEAEs following oral tablet administration. Catheter insertion itself was necessary to
enable blood sampling, therefore these TEAESs are not thought to be related to the drug itself. Abdominal
pain and diarrhea were the most common IMP (investigational medicinal product)-related TEAES, however,
they occurred in less than 10% of patients, were only mild in severity, and were comparable to the incidence
in the placebo group. There were no other clinically meaningful findings relative to safety and tolerabllity, as

assessed by clinical laboratory tests, vital signs, and 12-lead ECGs following study treatment. No serious

adverse events occurred.

The ongoing Part C is designed to assess the safety and tolerability of IMU-856 in patients with celiac
disease during periods of gluten-free diet and gluten challenge. A total of approximately 42 patients are
planned to be enrolled in two consecutive cohorts with 80 mg and 160 mg of IMU-856 or placebo given
once-daily over 28 days. Secondary objectives include pharmacokinetics as well as acute and chronic
disease markers, including IL-2 and those evaluating gastrointestinal architecture and inflammation. Sites in

Australia and New Zealand are participating in Part C.
Figure 7. Flow chart of Part C Figure 8: IMU-856 in celiac disease treatment

Flow Chart of Part C in Celiac Disease

Day 1-28: Treatment IMU-856/placebo

Day 14-28:
Gluten challenge with 6 g/daily
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DSS-induced acute colitis
mouse model, therapeutic treatment

human subjects with no investigational medicinal product-related serious adverse
events.

IMU-856 was safe and well-tolerated in single and 14-day repeated oral dosing in

Table 3: IMU-856 most common treatment-emergent adverse events (TEAES) - Part B

Scheme taken fromBankaitis et al., 2018, Gastroenterology, IHC staining of endogenous SIRT6 using murine intestinal tissue

Figure 4: Strong interaction between epithelial cells lining the gut wall provides a well-controlled intestinal healthy
barrier in order to allow appropriate transport of nutrients by providing selected permeability and to prevent
inappropriate antigen interaction with the immune systems. IMU-856 treatment induces a dose dependent
tightening of the intestinal barrier, measured in a TEER (transepithelial electrical resistance) assay performed with
fully differentiated Caco-2 cells. This improved tightening by IMU-856 could at least partially be attributed to the
upregulation of barrier forming claudin-1 and the downregulation of the channel forming claudin-2.

healthy human subjects. No maximum tolerated dose was reached, and the
Investigated doses are expected to exceed the required therapeutic dosing of IMU-
856.

IMU-856 Is currently being tested in a third portion of the phase 1 clinical trial in

Figure 6: IMU-856 mean plasma trough concentration by
treatment (Part B)

Figure 5: IMU-856 multiple dose mean plasma
concentration over time (Part B)
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Caco-2: human intestinal epithelial cell line
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