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Description

Olumacostat glasaretil is a small molecule inhibitor of acetyl coenzyme A carboxylase (ACC).

In Vitro

Acetyl coenzyme A carboxylase controls the first, rate limiting step in fatty acid biosynthesis. Olumacostat
glasaretil inhibits de novo lipid synthesis in primary and transformed human sebocytes. At 3 pM,
olumacostat glasaretil reduces fatty acid synthesis to at or below baseline levels. “C-acetate incorporation
levels are 85%-90% lower for SEB-1 cultures treated with olumacostat glasaretil at 20 uM compared to
control samples. At 3 uM, olumacostat glasaretil reduces sebocyte triacylglycerol, cholesteryl/wax ester,
diacylglycerol, cholesterol and phospholipid levels from control values on average by approximately 86%,

57%, 51%, 39% and 37%, respectivelyl'l.

In Vivo

Olumacostat glasaretil is a pro-drug of the ACC inhibitor 5-(tetradecyloxy)-2-furoic acid (TOFA) and is
designed to enhance delivery in vivo. Topical application of olumacostat glasaretil but not TOFA
significantly reduces hamster ear sebaceous gland size. HPLC analyses of hamster ear extracts shows
that olumacostat glasaretil treatment increases ACC levels and the ratio of acetyl-CoA to free CoA in tested
animals, indicating increased fatty acid oxidation. These changes are consistent with ACC inhibition.
Matrix-assisted laser desorption/ionization (MALDI) imaging reveals that OG applied onto Yorkshire pig
ears accumulates in sebaceous glands relative to the surrounding dermis[1]. At week 12, OG treatment
shows greater reductions from baseline in inflammatory lesions and noninflammatory lesions, and more
patients with greater than or equal to 2-grade improvement in investigator global assessment score than

vehicle[2].

Solvent&Solubility

In Vitro:
DMSO : 125 mg/mL (259.54 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0763 mL 10.3816 mL 20.7633 mL
Stock Solutions 5mM 0.4153 mL 2.0763 mL 4.1527 mL
10 mM 0.2076 mL 1.0382 mL 2.0763 mL
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1T I INAAR:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline
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Solubility: = 2.08 mg/mL (4.32 mM); Clear solution
BTN RS 2 2.08 mg/mL (4.32 mM, AR (RIS TA TR .
PL 1 mL TAERCHH], B 100 pL 20.8 mg/mL [137%% DMSO fif#ik %l 400 pL PEG300 1, A 554w

B Z PN 50 uL Tween-80, REHA); RE4REIMA 450 uL M EKGERZE 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.08 mg/mL (4.32 mM); Suspended solution; Need ultrasonic

W7 FATERAS 2.08 mg/mL (4.32 mM)[{G4 SR, i T T CUIRFE s 5T

PL 4 mL TAER ], B 100 pL 20.8 mg/mL K¥#i DMSO %% 900 uL 20% ¥ SBE-B-CD £
HERRAHER T, IREIA .

A KIF I IR R]: 10% DMSO  —90% corn oil
Solubility: = 2.08 mg/mL (4.32 mM); Clear solution
eI FATRAS 2 2.08 mg/mL (4.32 mM, HATEZARAEN) FVEIHIEL o7 SAE T Sese M LA A BLE

L1 mL TAER 6], B 100 uL 20.8 mg/mL [{3#3% DMSO f§& Wiz 900 L Fkiheh, REeLA.
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Cell Assay

Primary human sebocytes are grown to confluence in 96-well plates in sebocyte growth medium and
stimulated with 1 pM human insulin and 1 pM liver X receptor (LXR) agonist T0901317 in the
presence of increasing concentrations of TOFA or olumacostat glasaretil in culture medium
containing 0.1% DMSO. After 24 hours, stimulation/treatment medium is removed and test articles
are reapplied in labeling medium containing [*C]-acetate. Following an additional 16 hours, cells are
harvested using trypsin/EDTA. Lipid extracts are prepared and the amount of ['“C]-acetate

incorporation is determined by liquid scintillation as a measure of de novo fatty acid synthesisl'l.

Hamster: To assess treatment effects on ACC activity, hamsters receive 20 [IL of solvent mixture

Animal Administration | with or without 6% olumacostat glasaretil, once daily onto one ear for 1, 4 or 7 days. Punch biopsies

are harvested 24 hours after the final dose. Livers are harvested 24 hours after the 7th application.

HPLC CoA ester analysis is adapted[1].
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