ADSO024, a single strain live biotherapeutic product,

reduces colonic inflammation in DSS-induced colitis when dosed twice daily A I O

Laurent Chesnel, PhD and Susan Acton, PhD THERAPEUTICS
A0379 Adiso Therapeutics, Inc.

| Colonic inflammation is .a hal!mark of ulcerative colitis (UC), a disease characterized by a dysregulated % N m Num:oceer of DSS Treatment Dose Daily Schedule [Route ch':\ilng CZT{::;?;:S
immune response to gut microbiota. Naive 6 - - _ _ _ _
ADS024, an orally administered single strain live biotherapeutic product (SS-LBP), was previously -0 salaation Vehicle 20 PBS
shown to reduce disease activity in mice exposed to dextran sodium sulfate (DSS)!. ADS024 is currently . — | ADS024 - 5E4 CFU BID 5%10%4 CEU BID
being developed for the treatment of patients with mild to moderate UC. djv;‘ierg ADS024 - 5E8 CEU BID . 3% DSS 5109 CEU 531D Days 612 PO QD Day 12
1. ADS024 attenuates weight loss and decreases disease activity in DSS-induced colitis L. Chesnel, S. Acton. European Crohn’s and Colitis Organisation conference (ECCO), Vienna, 2022. P080. DSS Treatment St:lart ADSOZ4 = 1 E5 CFU QD per grOUp (Days 0-5) ADSOZ4 ']X'I 05 CFU QD
e e ADS024 - 1E9 CFU QD 1x109 CFU QD
Colitis was induced in mice by 3% DSS in drinking water from Day 0 to Day 5; 6 sham mice did not Body Weight Change Body Weight Change AUC
receive DSS (Table 1). : : . co- p<0.0001 p<0.05
Mice were dosed by oral gavage with ADS024 (n=15 per group) twice daily for 7 days, from Day 6 to Fig 1. ngh dose _ Start of dosing ] e p<0.0001
Day 12, with either 5x10% CFU/dose or 5x10* CFU/dose, or once daily with ADS024 at 1x10° CFU/dose or (5X108 CFU) ADS024 > (Dayé) f Group
1x10° CFU/dose. Negative control mice were dosed with vehicle (PBS; n=20) and a comparator group was _ _ _ o " f Naive
dosed with anti-p40 mAb (n=10) once daily (IP) on Days 6, 9, 12. given twice daily, - - Naive S - Vehicle
All mice were monitored daily for weight loss, diarrhea, blood in stool, and activity level and but not once da“y’ — X%%‘gi 5E4 CEU BID % . ! ADS024 - 5E4 CFU BID
individually scored using the Disease Activity Index (DAI) scoring scheme shown below. On Day 12, all — ADS024 5E8 CFU BID 2 5 ADS024 - 5E8 CFU BID
mice were sacrificed, and colons collected. Colonic cytokines and myeloperoxidase levels were quantified attenuates DSS- - ADS024 1ES5 CFU QD E 50 ADS024 - 1E5 CFU QD
by ELISA. mediated weight — i,?tigig 1E9 CRUQD g ' ADS024 - 1E9 CFU QD
| oleoscAciviumdocsorgscheme || Endosoyscormgcheme loss Anti-pa0
0.0-4.99% Normal Not Present Normal Normal, well-formed pellet T2 3 4 S5 6 7 8 9 10 11 12 13 14
5.0-9.99% - - Loss of vascularity Loose stool, soft, staying in shape Day
n 10.0-14.99%  Loose Stools  Blood Observed Loss of.vajs'cularity and.friability Loose stool, abnormal forrrT with excess moisture Composite DAI Scores Composite DAI AUC
n 15.0-19.99% - - Friability and erosions Watery or diarrhea
n >20.0% Diarrhea Gross Bleeding Ulcerations and bleeding Bloody diarrhea = 0 0<0.0001 0<0.01
— >30.0% : : . Start of dosing 0<0.0001 Grou
Animals underwent video endoscopy on Day 12 to assess colitis severity and stool consistency and were Flg 2. ngh dose _ § 30 . P
individually scored on a 4-point scale using the endoscopy scoring scheme shown above. ADS024 given twice _ \Nleﬁiile ‘é’ 4+ VI\:\Ii\élee
daily attenuates — ﬁggggj gEg EEB E:B E é 20 ADS024 - 5E4 CFU BID
T res [l Goeehe B
DSS-exposed animals treated with ADS024 twice daily at higher dose (5x10% CFU/dose) demonstrated disease activit — Anti-p40 § 10 ADS024 - 1E5 CFU QD
significant attenuation of weight loss (p<0.05) (Figure 1) and decreased composite Disease Activity Index )/ ADS024 - 1E9 CFU QD
(DAI) (p<0.01) (Figure 2) compared to control (DSS only) animals. This ADS024 dosing regimen also Anti-p40
decreased mean colon weight:length ratio, a measure of inflammation, as compared to controls 01 ! 1 0
(p<0.005) (Figure 3). Day
The anti-p40 mAb, with a mechanism of action similar to ustekinumab, an approved treatment for UC,
reduced DAI but did not significantly reduce colon weight:length ratio. Colon Weight:Length Ratio (g/cm)
Once daily dosing of ADS024 at higher daily dose (1x10° CFU given in the morning) was ineffective, p<0.0001 p<0.001
despite the same total daily dose as responding mice dosed BID. A much lower daily dose (1x10° 0.05 NS Group 10007 |L-6 IL-1P MPO
CFU/day) was ineffective regardless of dosing schedule. : : - Nefie . o . w00
In DSS-exposed mice treated twice daily with higher dose ADS024, the inflammatory marker Fig 3. High dose Vehicle Fio 4. Imbact of ADS024 B b " so0 L o *
interleukin-6 (IL6) was significantly down in colons and both interleukin 1 beta (IL1b) and colonic ADSO024 BID reduces ADS024 - 5E4 CFU BID g 4 p . é ol I.'g, oo %150 ig X
myeloperoxidase (MPO), a measure of active neutrophils, trended down (Figure 4). colon WEight/'Ehgth - ADS024 - SE8 CFU BID oh colonic cytoklnes and g ':-, r:'% j;mo 2 %m .
: : - ADS024 - 1E5 CFU QD neutrophil marker MPO TS o 2 Sl a2
ratio ADS024 - 169 CFU Q 1510 I T B Y 5
0.00 e N I IR
Oral treatment with higher dose ADS024 twice daily, but not once daily, improved disease activity Anti-p40 ¥ é’@"b M N
index and reduced measures of inflammation including colon weight:length ratio and the inflammatory \S@&"“’ 5‘* &
cytokine IL-6.

© POSTER TEMPLATE BY GENIGRAPHICSS 1.800.790.4001 WWW.GENIGRAPHICS.COM



	Slide Number 1

