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Background on IMU-856 Proof-of-concept study: Positive results from phase 1b clinical
trial of IMU-856 In celiac disease

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. By restoring intestinal barrier function and mucosal architecture, IMU-856 may offer a unique
treatment option for patients suffering from gastrointestinal diseases such as celiac disease (CeD).
In preclinical studies, IMU-856 has been shown to avoid suppression of immune cells. It may therefore
maintain immune surveillance for patients during therapy, an important advantage versus immunosuppressive
therapies.

In the phase 1b, double-blind, randomized, placebo-controlled trial in CeD patients, IMU-856 demonstrated _ _ : _
positive effects in four key dimensions of clinical outcome: protecting gut architecture, improving patients' celiac disease patient population

symptoms severity, biomarker response and enhancing nutrient absorption. IMU-856 was also shown to be - * Dosing: 28 days, 80 or 160 mg IMU-856 QD
safe and well-tolerated with a benign adverse event profile and pharmacokinetics that allow once-daily SEVEEVEHC|NELREIENEE  « Gluten challenge: 15 days, 6 g gluten daily
dosing. Currently, the company is preparing for phase 2 clinical testing in ongoing active celiac disease. with 6 g/daily * N enrolled/completed = 43/35 patients
(IMU-856: N=29/24)
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Overview of phase 1b part C in celiac disease

Figure 4: Flow chart of Part C
Day 1-28: Treatment IMU-856/placebo
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epithelial regeneration and barrier function (A). IMU-856 is a highly selective and potent inhibitor of the

deacetylase activity of SIRT6 (B) and at the same time increases the protein levels of SIRT6 (C). _ _
IMU-856 protected villous height as compared to placebo
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