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NT-proBNP levels were evaluated at patient screening and at 28 days in patients treated
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Study Objectives and Overview of Protocol and Procedures e AT-001 produced robust, dose-dependent reductions in sorbitol,
. . A.  SAD AT-001 Concentration over 24 h by Dose B. SAD Whole Blood Sorbitol Concentration by Dose demonstrating potent enzyme inhibition
Study Objectives oo 800 e Sorbitol inhibition lasted approximately 10-12 hours from dosing
e Evaluate the safety and tolerability of single and multiple doses of AT- 700 e AT-001 prevented post-prandial increase in sorbitol due to transient
001 in adults with type 2 diabetes (T2D) - = 000 4 glucose elevations at meal time in all treated patients
® Assess the pharmacokinetics (PK) of a range of AT-001 doses E 2 %0 I Summary of Pharmacokinetic & Pharmacodynamic Findings ® Mean decreased levels of NT-proBNP were observed after 28 days in
e Confirm potency of AT-001 by assessing reduction in sorbitol levels, a g 20000 £ 4007 the two doses of AT-001 evaluated
. . . o] ey = ® 5mglkg 3 300 - 5ma/k . . . . i 9 i i =
pharmacodynamic biomarker of aldose reductase inhibition < - o 10mig ? 200 S Tomots e Median time of the maximum concentration (Tmax) was between 1.75 ° Azg;oxw?atle(ljy >0% of_pal';l?nts 'Erlt\al?:tegwr;hng OOtl shfwedta response
e Evaluate changes in NT- proBNP, a biomarker for Heart Failure, ina b 100 @ Jomg to 3 hours in both SAD and MAD and T,/, ranged between 1.74-3.38 a pg/ml decrease in NT-pro after ays treatmen
28 day 2 dose (BID/TID) study o . ® placebo hours across all SAD and MAD cohorts )
. —— 0 - - - . . . . Conclusions
Overview o 4 & 12 16 20 24 0 4 8 12 e Maximal systemic exposure determined from individual : - - :
e Two-part phase 1-2 study comprised of sequential, escalating single Miean  SEM Time afer dose (n) Time after dose (h) concentration-time data (Cmax) and the area under the curve from e AT-001 improved selectivity and affinity for AR has resulted in potent
doses of AT-001: 5, 10, 20 and 40 mg/kg. 7-day multiple ascending time time-zero to infinity (AUCO-inf) increased in a dose proportional AR inhibition within a favorable safe dosing range
_ ) o . . . ] . ]
doses (MAD) of AT-001: 5, 20, 40 mg/kg once daily (QD) or 20 mg/kg Note rise in sorbitol in placebo group at ~2h (red arrow) reflects the effect of food intake (AR manner in SAD and MAD ?biﬁrve-d reqc.ucttlpns I? tsr?rt?cll;cOI and T-T pr(?cBNtI? YVIEchtﬁ-T 001 S|Uppor1;c
twice daily (BID) activation in response to post prandial glucose elevations) and it is blunted by AT-001 in patients e There was no evidence of accumulation over 7 days in MAD rur s.r ”]cves"lc%]a[)lggl\(zl € therapeutic potential ot this hovel agen
IN subjects wi
e A 28 day safety, tolerability and PK, study comparing AT-001 at 1000 e Pharmacodynamic effects on sorbitol reduction lasted 10-12 hours J
mg TID and 1500 mg BID, with an exploratory assessment of NT- post dose, demonstrating extended effect of the drug beyond the References
oroBNP levels half-life of the drug; suggested to be due to reversible covalent 1. Dandamundis, etal. . Card Fail. 2014:20(5):304-9
Subjects binding of AT-001 within the active site of the enzyme 2. MikiT, et al. Hear Failure Rev 2013;18:149-166
3. Parim B, et al Heart Failure Rev 2019:24:279-299
e Adult subjects age 18-75 years, HbAlc >5.5% and <8.5% 4. Grewal AS, et al. Min Rev Med Chem 2016; 16:120-62
5. Albertini, J-P, et al. Diab & Metab 2008 Sep;34 (4 Pt 1):355-62. doi: 10.1016.




