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Background: Nonalcoholic steatohepatitis (NASH) is characterized by liver inflammation and

damage caused by a buildup of fat in the liver. Although no drugs have been approved for the
treatment of NASH, thyroid hormone receptor B (THR-B) agonists have demonstrated
potential to reduce liver fat, restore liver functions, and possibly reverse fibrosis [*4l. Here we
present the preclinical development of a second-generation THR-B agonist with improved
potency and favorable selectivity.

Beneficial Effects of THR-B Agonists on NAFLD/NASH
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In Vitro Activation of THR- and —a by ALG-055009 and other Agonists
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* THR-B /THR-a Reporter Cell-based Assay
* luciferase THR/RXR assay
 HEK 293T cells

ECSO ol EC50 B a/B
Se'ect'v'tv

13.4 11.6
- 150- -~ T3-Alpha Eprotlrome 304 29.5 1
.‘E 100- — T3'Beta GC']. 8.9 4.2 2.1
§ 50- MGL-3196 5900 1,760 3.4
X - VK-2809 parent 223 220 1
4 2 0 2 4 6 ALG-055009 196 51 3.8

log T3 (nM)

* Biochemical assay: THR-B EC;, of ALG-055009 = 0.063 uM, THR-a/B selectivity = 5.8x

* Cell-based reporter assay: THR-B EC;, of ALG-055009 = 0.051 uM, THR-a/B selectivity = 3.8x
- 35x more potent against THR-8 than MGL-3196, and 3.6x more selective than VK-2809

Effect of a Single Dose of ALG-055009 in Rats Fed with High Fat Diet (HFD)
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ALG-055009 In Vitro ADME/Tox Overview

ADME/Tox Assays ALG-055009

Mouse/Rat/Dog/Monkey/Human
Liver Microsome t, , (min)

All >60

Plasma Protein Binding 96.1% to 98.7%

Paop asp (107 cm/s) 2.2
Efflux Ratio 6.2
CYP Inhibition
1A2/2B6/2C8/2C9/2C19/2D6/3A4 50> 10 M all
hERG Inhibition ICq > 10 uM
Nav1l.5 and Cav1.2 Inhibition IC, > 10 uM
Off-Target Screening :
@10 uM (% binding) Mol
Kinase Panel No hits
In vitro genotoxicity assays Negative

* ALG-055009 has demonstrated good ADME properties and a clean off-target profile:
— No in vitro reactive metabolite liability
- No CYP or off-target kinase/receptor liability

* Dose-dependent reduction in total cholesterol (CHOL) following single dose of ALG-055009 from 5 to
0.15 mg/kg

* Marked reduction of CHOL and triglycerides (TG) at 5 mg/kg ALG-055009

 ALG-055009 has a more pronounced effect than MGL-3196 on CHOL after 24h (D1) and 72h (D3)

e Sustained reduction of CHOL and TG noted 3 days post dosing with ALG-055009

Repeat Dosing of ALG-055009 in HFD Rat Model

Day 3 Analysis: Total CHOL and TGs

Oral PK Profile of ALG-055009 in Mice and Rats
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 ALG-055009 had low clearance and demonstrated high oral bioavailability
* Exposure in liver is >10-fold higher than in plasma in mice and rats
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 Marked and dose-dependent reduction of total cholesterol and TG with ALG-055009 with a minimum
effective dose of 0.15 mg/kg

* No dose related impact on T3 and TSH, indicating no effect on hypothalamic-pituitary-thyroid axis

* Reduction in T4, also seen with MGL-3196, has been linked to THRB-induced increase in liver
deiodinase 1 expression [°]

Conclusions

ALG-055009 has enhanced potency and selectivity vs. other THR-8 compounds currently in
development and a favorable in vitro safety and ADME profile. In a rodent diet induced
efficacy model, low doses of ALG-055009 markedly reduced cholesterol and triglycerides.
Taken together, these results warrant further development of ALG-055009 as a potential
treatment for NASH.
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