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Background and Aims

PK/PD relationship of ALG-055009 in diet-induced obesity mouse model

ALG-055009 decreases serum total cholesterol in dogs but not in rats in
repeat-dose toxicology studies
_13-Week Rat Toxicology Study

MASH (formerly known as NASH) is characterized by hepatic inflammation/damage as a reaction demonstrates C,;, shows best correlation

13-Week Dog Toxicology Study

to build-up of fat in the liver. Although no drugs are approved to treat NASH, thyroid hormone
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daily (QD) or twice daily (BID) oral administration of ALG-055009 for 28 days. Pharmacodynamic
endpoints included total/LDL cholesterol, liver enzymes, and thyroid hormones. Liver and heart

ALG-055009 reversibly decreases T4 in repeat-dose toxicology studies
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Dose proportional increases in plasma ALG-055009 AUC, ,, exposures in dogs
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gene expression was determined by qPCR. Repeat-dose toxicology studies were conducted in
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ALG-055009 demonstrated efficacy by lowering serum lipid content, while simultaneously increasing
Diol liver expression. No modulation of key THR-regulated genes in the heart (data not shown) was

ALG-055009 (HFD)
Dose (mg/kg/dose)

observed, overall indicating target engagement and suggesting target specificity.

ALG-055009 significantly decreases triglycerides in young healthy rats and dogs maintained on a

normal diet in 2-week toxicology studies at doses 20.05 mg/kg/day in dogs (up to 52%) and in 13-week

toxicology studies at 0.3 mg/kg/day (up to 67% in rats and 63% in dogs).

atherogenic lipids. Multiple oral doses of ALG-055009 (0.3 — 1.0 mg solution) x 14 days demonstrated a

favorable safety, PK and PD profile in subjects with hyperlipidemia, supporting evaluation of this dose
range in a longer duration Phase 2 study of MASH patients (2900-A, AASLD 2023). This profile indicates
ALG-055009 has the potential to be a best-in-class THR-8 agonist for the treatment of MASH.
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