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This presentation contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995. All statements other than 
statements of historical facts contained in this presentation, including statements regarding our future results of operations and financial position, business strategy, 
prospective drugs and drug candidates, the potential scope, progress, results and costs of developing our drug candidates or any other future drug candidates, the 
potential market size and size of the potential patient populations for our drug candidates, the timing and likelihood of success of obtaining drug approvals, ability to 
maintain existing, and establish new, strategic collaborations, licensing or other arrangements, plans and objectives of management for future operations, the scope of 
protection we are able to establish and maintain for intellectual property rights covering our drug candidates, future results of anticipated drugs and drug candidates, 
and the impact of global events and other macroeconomic conditions on the business are forward-looking statements. These statements involve known and unknown 
risks, uncertainties and other important factors that may cause our actual results, performance or achievements to be materially different from any future results, 
performance or achievements expressed or implied by the forward-looking statements. Because forward-looking statements are inherently subject to risks and 
uncertainties, some of which cannot be predicted or quantified and some of which are beyond our control, you should not rely on these forward-looking statements 
as predictions of future events. The events and circumstances reflected in our forward-looking statements may not be achieved or occur and actual results could differ 
materially from those projected in the forward-looking statements. Except as required by applicable law, we do not plan to publicly update or revise any forward-
looking statements contained herein, whether as a result of any new information, future events, changed circumstances or otherwise. For a further description of the 
risks and uncertainties that could cause actual results to differ from those anticipated in these forward-looking statements, as well as risks relating to the business of 
Aligos Therapeutics in general, see Aligos’ Quarterly Report on Form 10-Q filed with the Securities and Exchange Commission on November 6, 2025, and its future 
periodic reports to be filed with the Securities and Exchange Commission. Except as required by law, Aligos Therapeutics undertakes no obligation to update any 
forward-looking statements to reflect new information, events or circumstances, or to reflect the occurrence of unanticipated events. 

Except where otherwise indicated, the information contained in this presentation speaks as of the date hereof or as of the date at which such information is expressed 
to be stated, as applicable, and such information may express preliminary estimated, unaudited results which shall be subject to audit or other year-end adjustments, 
and such audited or adjusted results may materially differ from those contained in this presentation. 

This presentation concerns drug candidates, some of which are undergoing nonclinical studies and others of which are under clinical investigation, and all of which 
have not yet been approved for marketing by the U.S. Food and Drug Administration. These drug candidates are currently limited by federal law to investigational use, 
and no representation is made as to their safety or effectiveness for the purposes for which they are being investigated.
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ALG-055009 Discovery and Early Development
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Executive Summary

1) HERALD (NCT06342947) is a randomized, double-blind, placebo-controlled trial that enrolled 102 subjects with presumed MASH and stage 1-3 liver fibrosis (F1-F3).

• ALG-055009, is a proprietary, potent, purpose-built, orally administered THR-β agonist
• Optimization of the molecule for pharmacological properties, including linear and low variability 

pharmacokinetics, no DDI potential, and substantially increased potency that resulted in very low 
doses that are well-tolerated 

• Demonstrated a significant decrease in liver fat (met primary endpoint) in a Phase 2 
study in MASH patients1

• Clinical safety database includes 179 subjects with 80 subjects up to 12 weeks of 
dosing

• Demonstrates favorable GI tolerability when compared to resmetirom
• ALG-055009 is ready for continued clinical development in MASH as monotherapy and 

in combination with both GLP-1 mono- or dual-agonists for obesity treatment

https://www.globenewswire.com/Tracker?data=jxgAAyu7AwFwWKtUQbsHQkjk31VFDQRPdJppFu2omAVNuTSQSyGORK8cfqOe3BJTAR6b0ql9zg0lWDu3peRCQtXa1nt9MOTFBd-mJY5O2i6CF3pIr1IoRM2_QQuFz_mLGaHTBcrc29zxbVILi0LGpg==


Key Role of Thyroid Hormone in Metabolism
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1) https://doi.org/10.2337/db22-0656;
2) https://doi.org/10.1038/s41575-024-00991-4

• Thyroid hormones regulate key metabolic pathways that control energy balance
• In adipose tissue1 and the liver2, THR-β mediates the metabolic effects of thyroid hormone

• This includes accelerating the mobilization of fat from adipose tissue and its utilization/removal by the 
liver, contributing to an increase in basal metabolic rate and energy expenditure

 fatty acid uptake

 lipolysis

 fatty acid β-oxidation

 mitochondrial turnover

 reverse cholesterol transport

 bile acid synthesis

 lipolysis

 fatty acid β-oxidation

 browning of white adipose tissue

via upregulation of UCP1

 thermogenesis

 inflammation

free fatty acids

https://doi.org/10.2337/db22-0656
https://doi.org/10.2337/db22-0656
https://doi.org/10.2337/db22-0656
https://doi.org/10.2337/db22-0656
https://doi.org/10.1038/s41575-024-00991-4
https://doi.org/10.1038/s41575-024-00991-4
https://doi.org/10.1038/s41575-024-00991-4
https://doi.org/10.1038/s41575-024-00991-4
https://doi.org/10.1038/s41575-024-00991-4
https://doi.org/10.1038/s41575-024-00991-4
https://doi.org/10.1038/s41575-024-00991-4
https://doi.org/10.1038/s41575-024-00991-4


THR-β Agonist (ALG-055009) + Incretin Receptor Agonists
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Study Design

• Hypothesis: addition of a THR-β agonist will enhance the magnitude and duration of weight loss effect by 
GLP-1 RA by attenuating the metabolic adaptation response via normalizing metabolic rate

PO =oral; QD =once daily; SC =subcutaneous; RA =receptor agonist. 



THR-β Agonist (ALG-055009) + Semaglutide
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Combination Therapy Enhances Body Weight Loss in Diet-Induced Obese (DIO) Mice

ALG-055009 has profound synergistic effects on BW loss when combined with 
semaglutide, with as much as 33% decrease in BW within 28 days

BW = body weight; Tx = start of therapeutic; percentages reported correspond to percent changes in weight as compared to baseline measurements (nadir).
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THR-β Agonist (ALG-055009) + Tirzepatide
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Combination Therapy Enhances Body Weight Loss in Diet-Induced Obese (DIO) Mice

ALG-055009 has profound synergistic effects on BW loss when combined with both low- 
and high-dose tirzepatide, with as much as 40% decrease in BW within 28 days

BW = body weight; Tx = start of therapeutic; percentages reported correspond to percent changes in weight as compared to baseline measurements (nadir).
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THR-β Agonist (ALG-055009) + Incretin Receptor Agonists
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Combination Therapy Enhances Loss of Fat Mass in Diet-Induced Obese (DIO) Mice

The addition of ALG-055009 to incretin RA treatment results in greater decreases in fat 
mass as compared to incretin RA monotherapy

One-way ANOVA with Tukey's multiple comparisons test; percentages displayed below each bar correspond to percent changes in tissue mass as compared to baseline measurements; **** = p-value <0.0001; ns = not statistically significant.
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THR-β Agonist (ALG-055009) + Incretin Receptor Agonists
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Combination Therapy Does Not Affect Changes in Lean Mass in Diet-Induced Obese (DIO) Mice

The addition of ALG-055009 to incretin RA treatment had no significant effects on changes 
in lean mass as compared to incretin RA monotherapy

One-way ANOVA with Tukey's multiple comparisons test; percentages displayed below each bar correspond to percent changes in tissue mass as compared to baseline measurements; ns = not statistically significant.
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THR-β Agonist (ALG-055009) + Incretin Receptor Agonists
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Weight Loss Effects of ALG-055009 are Not Due to Changes in Food Intake

The addition of ALG-055009 to incretin RA treatment had no significant effects on food 
intake as compared to incretin RA monotherapy

One-way ANOVA with Tukey's multiple comparisons test; ** = p-value <0.01; **** = p-value <0.0001; ns = not statistically significant.
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THR-β Agonist (ALG-055009) + Incretin Receptor Agonists
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Combination Therapy Synergistically Upregulates Ucp1 Expression in White Adipose Tissue of (DIO) Mice

Upregulation of Ucp1 expression in scWAT indicates induction of “brown/beige” 
adipocytes and increased energy expenditure

Ucp1 = uncoupling protein 1, thermogenin; scWAT = subcutaneous white adipose tissue; Brown-Forsythe and Welch ANOVA test; ** = p-value <0.01; **** = p-value <0.0001; ns = not statistically significant.
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THR-β Agonist (ALG-055009) + Incretin Receptor Agonists
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Combination Therapy Offers Enhanced Antihyperlipidemic Effects

ALG-055009 monotherapy has greater lipid-lowering effects than incretin RA monotherapy 
and combination therapy offers enhanced antihyperlipidemic effects 

One-way ANOVA with Tukey's multiple comparisons test; percentages displayed below each bar correspond to percent changes in total cholesterol as compared to baseline measurements; ** = p-value <0.01; **** = p-value <0.0001.
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THR-β Agonist (ALG-055009) + Incretin Receptor Agonists
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Summary

• DIO mice treated with ALG-055009 in combination with semaglutide or tirzepatide (low or high dose) 
experience greater weight loss for longer durations compared to animals treated only with incretin RA

• The additional weight loss conferred by ALG-055009 is mainly due to decrease in fat tissue mass and not due to 
changes in lean tissue mass or food intake

• ALG-055009 + SEMA reaches similar weight loss as TIRZEP_hi monotherapy
• ALG-055009 + TIRZEP_lo has greater weight loss compared to TIRZEP_hi monotherapy indicating a possible dose-

sparing regimen 

• We provide evidence that the synergism is a result of ALG-055009’s ability, as a THR-β agonist, to increase 
overall metabolism and overcome the metabolic adaptation that emerges after a period of weight loss

• Furthermore, combination therapy exhibited enhanced antihyperlipidemic effects as compared to 
monotherapy
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