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Introduction

IMU-856 is an orally available and systemically acting small molecule
modulator that targets a protein which serves as a transcriptional

regulator of intestinal barrier function and regeneration of bowel Cohort 1 3.00 16.0 18.99 320
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_/ Abbreviations: CV: coefficient of variation; T,,,, = time to maximum plasma concentration; C,,,, = Once-daily oral doses of IMU-856 were safe and well-tolerated

maximum plasma concentration; T,,, = terminal elimination half-life; hr: hours; AUC, ; = area under

gut lumen | the plasma concentration versus time curve from zero to infinity with catheter site pain and headache being the most common
& l. TEAEs. Catheter insertion itself was necessary to enable blood
& @ gliadin peptides Figure 3: IMU-856 multiple dose mean plasma concentration over time (Part B) Samp”ng, therefore these TEAEs are not thought to be related to
@ the drug itself. Diarrhea and abdominal pain were the most common
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' f:‘; - Table 5: IMU-856 overall summary of TEAE, SAE and AE severity (Part B)
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Figure 1: Celiac Disease Pathogenesis J ) E) o) (17%) =) L) (147%)
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» Gluten is degraded into gliadin peptides which are taken up by the bowel epithelium (trans- and/or
paracellular) 200

Mean Plasma Concentration (ng/mL)

Subjects with study drug related severe
TEAEs, n (%)
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= |n patients with a specific HLA receptor (DQ2 and DQ8) composition on antigen-presenting cells,
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response - - 0 - 0 -
p. o _ 100 withdrawal, n (%) L) @)
n
Continued oralluptak.e of gliadin p.e.ptldes leads to Number of TEAES 13 16 o5 12 66 18
— Increased intestinal permeability — IV ——— > = o~ . = =
. . . . . . . . — umper or mi S

— Epithelial and mucosal damage with negative changes of the gut architecture, including villous 0 o
atrophy leading to malabsorption of nutrients 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 Number of moderate TEAEs 1 1 3 3 8 L
Time Post Dose (Hours) Number of severe TEAEs - - 1 - 1 -
Number of study drug related severe i i i i i i

Methods - et ==
Table 2: IMU-856 multiple dose pharmacokinetic parameters (Part B)

Number of SAEs - - 1 - 1 -
Number of TEAEs leading to withdrawal - - 1 - 1 -

This is a first-in-human, double-blind, randomized, placebo-controlled
clinical trial comprising three parts. In the single ascending dose
(SAD) part of the phase 1 clinical trial, healthy human subjects were

*The manufacturing process for IMU-856 tablets was optimized following Cohort 7. For any
following cohorts, tablets manufactured with an optimized manufacturing process were used,

Crnax (Ng/mL) 131 269 653 184 400 913 however, there were no substantial changes in the tablet formulation.
randomized (ratio 3:1) in a double-blinded manner to either placebo or Abbreviations: TEAE: treatment-emergent adverse event; SAE: serious adverse event; AE:
Timax () 2l 220 1 3.00 2.65 217 adverse event; IMP: investigational medicinal product

active treatment with single doses of IMU-856 at 10, 20, 40, 80, 120
and 160 mg T4 (h) 10.8 10.5 8.9 21.5 17.7 17.4
In the multiple ascending dose (MAD) part of this clinical trial, healthy AUC, (h*ng/mL) 1300 3048 6190 2067 4829 9853
human subjects were dosed for 14 consecutive days with 40, 80 and
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- B R R E—
856 in patients with celiac disease during periods of gluten-free diet Dg:yll-;’_”g;figf'gig;’L:S;}:S;:g“ihnEg:;z;tgmf; v t;e:;;ﬁ:; ;:irgzj;t)- Headache ] ] 2] 2] [4] 2]
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 given once-daily over 28 days. Secondary objectives include
pharmacokinetics as well as acute and chronic disease markers,
Including those evaluating gastrointestinal architecture and
inflammation. Sites in Australia and New Zealand are participating in

Table 6: IMU-856 most common treatment-emergent adverse events (Part B)

Abbreviations: C,.,; maximum plasma drug concentration; h: hours; T, time to reach maximum
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plasma concentration; T,,,: terminal elimination half-life; h: hours; AUCO-tau: area under the drug

concentration-time curve from time zero to 24 hours
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*The manufacturing process for IMU-856 tablets was optimized following Cohort 7. For any
following cohorts, tablets manufactured with an optimized manufacturing process were used,
however, there were no substantial changes in the tablet formulation.
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P — *COhorth_ZOmg T Table 7: IMU-856 most common IMP-related treatment-emergent adverse events (Part B)
Results Safety
Pharmacokinetics Part A:
IMU-856 showed linear pharmacokinetics in healthy human subjects  Single doses of IMU-856 were safe and well-tolerated with catheter Diarrhea 1([51‘])%) ”[22‘]’%) 2([?;‘]”%) 1([115%) 5([%‘]‘%)
following single and multiple ascending doses with a mean  site irritation and catheter site pain being the most common 1(50%)  1(20%)  1(17%) 3(16%)  1(14%)
accumulation factor of 1.5 for C, ., and 1.6 for AUCtau. T, was TEAEs following oral tablet administration. Catheter insertion itself Abdominal pain [1] [1] [1] 3] [1]
similar across all cohorts (2-4 hours), half-life ranging from 16.5to 21.5  was necessary to enable blood sampling, therefore these TEAEs are eadach _ 1A7%)  1(T%)  2(11%) 1 (14%)
hours and C__, and AUC showed a dose proportional increase across  not thought to be related to the drug itself. Abdominal pain and (] 1] [2] 1]
the investigated doses. Steady-state plasma concentrations of IMU-  diarrhea were the most common |IMP-related TEAEs, however, Decreased appetite 1([210]%) 1(317]%) 2([121]%)
856 were reached after 4-7 days. Most of the related treatment-  they occurred in less than 10% of patients, were only mild in severity,
emergent adverse events (TEAE) were mild in severity, with no dose- and were comparable to the incidence in the placebo group. There Dry mouth He - R
dependency. There were no systematic clinically important findings  were no other clinically meaningful findings relative to safety and T T s

relative to safety and tolerability, as assessed by physical examination,

tolerablility, as assessed by clinical laboratory tests, vital signs, and

Constipation

[1]

[1]

[1]

12-lead ECGs following study treatment. No serious adverse events
occurred.

clinical laboratory tests, vital signs, and 12-lead electrocardiograms
(ECGs).

*The manufacturing process for IMU-856 tablets was optimized following Cohort 7. For any
following cohorts, tablets manufactured with an optimized manufacturing process were used,
however, there were no substantial changes in the tablet formulation.

Abbreviations: IMP: investigational medicinal product; TEAE: treatment-emergent adverse event

MEAN PLASMA CONCENTRATIONS OVER TIME BY TREATMENT PART A (LINEAR) Table 3: IMU-856 most common treatment-emergent adverse events (Part A)
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Figure 2: IMU-856 single dose mean plasma concentration over time (Part A) Abbreviations: TEAE: treatment-emergent adverse event

Thomas Polasek Franziska Burianek Acknowledgements Y 4
Director of Clinical f) Medical Director I M IMUNIC Wwe thank the staff at CMAX M A,
Pharmacology, Certara, CE RTARA® Immunic AG THERAPEUTICS Clinical Research for conducting

Adelaide, Australia Grafelfing, Germany this study. CLINICAL RESEARCH

’'ROM GROUP




 
 
    
   HistoryItem_V1
   PageSizes
        
     Action: Make all pages the same size
     Scale: Scale width and height equally
     Rotate: Clockwise if needed
     Size: 33.110 x 46.811 inches / 841.0 x 1189.0 mm
      

        
     0
            
       D:20221114090203
       3370.3937
       Blank
       2383.9370
          

     Tall
     1
     1
     742
     257
     qi3alphabase[QI 3.0/QHI 3.0 alpha]
     None
     Uniform
            
                
         2
         AllDoc
         2
              

       CurrentAVDoc
          

      

        
     QITE_QuiteImposingPlus3
     Quite Imposing Plus 3.0k
     Quite Imposing Plus 3
     1
      

        
     1
     0
     1
      

   1
  

    
   HistoryItem_V1
   TrimAndShift
        
     Range: all pages
     Trim: fix size 33.346 x 47.047 inches / 847.0 x 1195.0 mm
     Shift: none
     Normalise (advanced option): 'original'
      

        
     32
            
       D:20221114103605
       3387.4016
       Blank
       2400.9449
          

     Tall
     1
     0
     No
     766
     330
     None
     Up
     0.0000
     0.0000
            
                
         Both
         3
         AllDoc
         3
              

       CurrentAVDoc
          

     Uniform
     8.5039
     Right
      

        
     QITE_QuiteImposingPlus3
     Quite Imposing Plus 3.0k
     Quite Imposing Plus 3
     1
      

        
     0
     1
     0
     1
      

   1
  

    
   HistoryItem_V1
   TrimAndShift
        
     Range: all pages
     Trim: fix size 33.110 x 46.811 inches / 841.0 x 1189.0 mm
     Shift: none
     Normalise (advanced option): 'original'
      

        
     32
            
       D:20221114090203
       3370.3937
       Blank
       2383.9370
          

     Tall
     1
     0
     No
     766
     330
    
     None
     Up
     0.0000
     0.0000
            
                
         Both
         3
         AllDoc
         3
              

       CurrentAVDoc
          

     Uniform
     8.5039
     Right
      

        
     QITE_QuiteImposingPlus3
     Quite Imposing Plus 3.0k
     Quite Imposing Plus 3
     1
      

        
     0
     1
     0
     1
      

   1
  

 HistoryList_V1
 qi2base



