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Summary: The invention in this patent application relates to N-(substituted benzyl)-methanesulfonamide derivatives, which are MoGAT-2

inhibitors and may be useful in the treatment of hypertriglyceridemia.

Monoacylglycerol acyltransferase 2 (MoGAT-2) is an enzyme that is believed to facilitate the absorption of dietary fat in the small
intestines. The main form of the human dietary fat is triacylglycerol (triglyceride) that is almost all absorbed in the small intestine.
Studies using MoGAT-2 deficient mice have demonstrated their resistance to developing obesity, glucose intolerance,
hypercholesterolemia, or fatty liver when fed a high fat diet. The MoGAT-2 deficient mice have also exhibited lower plasma
triacylglycerol levels after a dietary olive oil challenge.

There is a need for the discovery and development of new effective drugs that can treat diet induced obesity and hypertriglyceridemia.
Inhibition of the MoGAT-2 receptor with compounds such as those described in this invention is a promising and viable approach

that may potentially provide an effective treatment of hypertriglyceridemia.
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Key Structures: The inventors reported the synthesis and structures of 32 examples of formula (I), all isolated in pure enatiomeric forms using chiral
chromatography.
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Biological Assay: The compounds of the invention were evaluated using the following biological assays:

¢ MOGAT-2 Inhibitory Assay
o Inhibitory Activity in MOGAT-2 Cell Assay
¢ Pharmacological Effects in a Dog Oil Bolus Model
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Biological Data: The results for the MOGAT-2 cell based assay are listed in the following table for examples 1, 14, 19, and 29 (structures above):
Example ICs5y nM (Std. Dev.; n*)
1 3.8(2.7:2)
14 479 (N/A; 1)
19 105 (N/A; 1)
29 294 (N/A; 1)
n* = number of experiments
Claims: Claims 1—20: Composition of matter; variations of formula (I)
Claim 21: Composition of matter; example 1 structure
Claim 22: A pharmaceutical composition
Claim 23: A method of treating hypertriglyceridemia
Claims 24—26: Use of compounds
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