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Table 1  Structure—activity relationship of pyridazinone based THR agonists. a: Selectivity is normalized for the selectivity of T3 in the
same assay
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THR-f THR-a Rel.
Compd. R, R, X r S Rel. act. to 1 r o Rel. act. to 1 L
EC,/umol-L EC,,/umol-L selectivity”
1 - 0.015 100 0.01 100 1
4 - 0.018 127 0.003 84 0.71
5 - 0.023 116 0.005 86 1.02
10 CH,CO,H CH, O 7.75 25 15/64 19 7.01
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12 CH,CO,H Br O 0.46 81 3.28 54 11.65
13 CH,CH,CO,H Br O 0.70 89 0.39 98 1.94
14 NHCH,CO,H Cl (6] 0.67 74 0.70 81 3.66
15 NHCOCO,H Cl O 0.12 87 0.21 84 6.09
16 CH,CO,H Cl CH, 2.99 58 4.29 59 7.80
17 CH,CO,H Br CH, 0.60 74 0.75 72 6.77
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Table 2 Summary of the phase III clinical trial MEASTRO-NASH. RES: Resmetirom

L. RES 80 mg RES 100 mg Placebo
Inspection item . . .
316 patients 321 patients 318 patients
Primary endpoints NASH resolution with >2 point reduction in NAS and no 26% 30% 10%
worsening of fibrosis (P <0.000 1) (P<0.000 1)
>1 stage improvement in fibrosis with no worsening of 24% 26% 14%
NAS (P=10.000 1) (P <0.000 1)
Secondary endpoint LDL-C lowering at 24" week -12% -16% 1%
(P <0.000 1) (P<0.000 1)
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Figure 2 a: Model of 21 (magenta) bound to THR-/ with the T3 geometry (cyan). Polar interactions of 21 in the anion binding site are

highlighted. b: Sketch map of binding mode of 21 to THR-f



