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INTRODUCTION METHODS

ALG-055009 is a potent and selective investigational thyroid hormone receptor-B (THR- Animals: Male, C57BL/6JRj diet-induced obese (DIO) mice; n =10 animals/group. Diet: 60%-kcal high-fat diet (HFD, D12492).
B) agonist. In a Phase 2a clinical trial!, ALG-055009 demonstrated significant reductions Fig. 2 Design of Study A
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THR-B mediates the metabolic effects of thyroid hormone in the liver? and adipose tissue3. This includes o @ o o 3. SEMA + ALG-055009 (PO 1 mg/kg)
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RESULTS
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o) Percentages displayed correspond to % changes compared to baseline. Two-way ANOVA (left, middle) or one-way ANOVA (right) with Tukey's multiple comparisons test; **** =p-value <0.0001;
‘E’ ** =p-value <0.01; ns =not statistically significant.
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7 Fig. 6 Combination Therapy Synergistically Modulates Molecular Pathways Underlying Adipose Metabolism and Health
5 _ sCWAT Ucp1? - Study A _ SCWAT Fabp3® - Study A = scCWAT Fam20c® - Study A
1 — P~ *kkk — 9 -
= + i E g >12- o Fededek E g 647 . ** (L;J) = 2
| 1 ;. c—f-)l o 256~ ‘—{—,I o 32- 2 gﬁ 1 T
1 - < - <
SRR ES - max -33% max -34% S 128 =3, Z 2 =
¥ > 64+ ¥ > 16- o
e ¥ e ¥ c
: T T - v  32- = g P - 0.5+
: A ! max -39% max -40% 8 = - = o T
30 : B ‘...’ -9 Y 7 g g’-q:, 167 g’-dc, gg *ekk
: S22 8- 82 4 1 T &2 0.25-
= ---- ? > 3 5 iy im ? >
28- T 4 e 2- -
oS L S5 _ & @ 0.1254
P e o o o o o B e B S B B B B B e e e e e e e e §§1 - §.§1 . %g kkk
DAYNRDYS HH0A DN T O RPN *P 0 PP 2 8 - > 8 % 8
B Day of Study =< 05 =£os £ 0.0625

Tx =start of treatment; percentages displayed correspond to % changes compared to baseline (nadir). RT-gPCR results. scWAT =subcutaneous white adipose tissue; Ucpl (uncoupling protein 1) promotes browning of adipocytes and thermogenesis; Fabp3 (fatty acid binding protein 3) is induced during

adipocyte browning and regulates fatty acid oxidation; Fam20c (FAM20C golgi associated secretory pathway kinase) is a driver of adipose inflammation and insulin resistance. Brown-Forsythe and Welch

Fig. 7 ALG-055009 Enhances BOdy WEight Loss When Administered to ANOVA tests with Dunnett’s T3 multiple comparisons test; **** =p-value <0.0001; *** =p-value <0.001; ** =p-value <0.01; * =p-value <0.05.
an Existing Incretin RA Regimen and ALG-055009 Maintenance Dosing Fig. 8 ALG-055009 Maintenance Dosing Preserves Fat Mass Reductions and Maintains Lowered Circulating Lipid Levels
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36- Two-way ANOVA with Tukey's multiple comparisons test; **** =p-value <0.0001; *** =p-value <0.001; ** =p-value <0.01; * =p-value <0.05; ns =not statistically significant.
wl : CONCLUSION
324 ? THR-6 agonism is potentially a powerful mechanism complementary to incretin receptor agonists in combating obesity
309 > In the DIO mouse model, the additional weight loss conferred by ALG-055009 was mainly due to decrease in fat tissue mass
: dro . . .
S SEgvﬂ\ e — and not due to changes in lean tissue mass or food intake
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. ST Y Y Dayefstudy L o 0TS > ALG-055009 + SEMA reached similar weight loss as TIRZEP_hi monotherapy
Tx =start of treatment; blue arrow indicates start of ALG-055009 treatment in SEMA + ALG-055009 (D14) group;  ALG-055009 boosted the efficacy of a mono incretin RA to match that of a highly_dosed dual incretin RA

semaglutide dosing was suspended for all treatment groups on day 37.

Acknowledgments » ALG-055009 + TIRZEP_lo had greater weight loss than TIRZEP _hi monotherapy, indicating a possible dose-sparing regimen
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