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TYA-018 is an orally active, potent and highly selective HDACG6 inhibitor. TYA-018 can protect heart

Description function in mice. TYA-018 also enhances energetics in mice by increasing expression of targets associated
with fatty acid metabolism, protein metabolism, and oxidative phosphorylation[1].
IC50 & Target HDAC6
TYA-018 (15 mg/kg, FIARGRGA:, K, F4: 8 )Pk BAG3cKO /MR MINLAT#%, F#% Nppb
R[]
Animal Model: BAG3cKO mice[1]
Dosage: 15 mg/kg
Administration: Oral gavage, daily, starting at 2 months old, for 8 weeks
In Vivo Result: Conferred cardioprotection in mice. Significantly reduced Nppb expression
to near WT. Reduced fibrosis in BAG3%° mice, albeit not significantly.
partially restored protein expression of FLNC, PINK1, VDAC2, and p62 to
amounts similar to WT mice. Significantly reduced the percentage of
cardiomyocytes with damaged and reduced sarcomeres in BAG3K° mice.
Significantly reduced mitochondrial content to amounts similar to WT mice.
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Solvent&Solubility DMSO H [ i @ 100 mg/mL (229.95 mM; B 75 Bhi; IR DMSO X 77 & (1 ¥ il B A 035 5%

R, 148 R R 3 ) DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2995 mL 11.4977 mL 22.9954 mL
Stock Solutions 5 mM 0.4599 mL 2.2995 mL 4.5991 mL
10 mM 0.2300 mL 1.1498 mL 2.2995 mL
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KT A INEEAER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: 2.5 mg/mL (5.75 mM); V&G #8775 Bhis

M7 R 3R 2.5 mg/mL IEEE R

PL1mL TAEMCAEI, B 100 wL25.0 mg/mL (Wi E DMSO fig&nEl 400 wLPEG300 1, &
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G5 B ERERFIA 50 1L Tween-80, BAHIE); RIFH4LIIAN 450 v L K &
“E 1mL.
AR E K IECH]: 4 0.9 g SN, T ddH: O JFERZE 100 mL, ] LIS BV U 4 5
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Solubility: 2.5 mg/mL (5.75 mM); =i, i~ Bh%
SE7 A3 2.5 mg/mL B A1, S R] T IR A
U 1mL TARRCAH], B 100 1w L25.0 mg/mL HI¥ETE DMSO &N 900 uL20% f# SBE-B
-CD AEEHAKEW T, BEHA.

2 g SBE-B-CD (FT 2k B-HWKE) BMAEET 10mL AEMEKS, SEEMBEETEN.

VAR 5 VS I A -
Solubility: 2.5 mg/mL (5.75 mM); #EER; 5 BIE
PEJ7 ARG 2.5 mg/mL MV, LT SRS ML 1A H LA i s W s s B A

DL ImL TAERCAHI, B 100 uL25.0 mg/mL 1755 DMSO fE#3B0ME] 900 wL Fkihd, 1BE

10% DMSO —  90% (20% SBE- B -CD in Saline)

10% DMSO — 90% Corn Oil
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[1]. Yang J, et al. Phenotypic screening with deep learning identifies HDAC6 inhibitors as cardioprotective in

a BAG3 mouse model of dilated cardiomyopathy. Sci Transl Med. 2022 Jul 6;14(652):eabl5654.
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ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.2995 mL 11.4977 mL 22.9954 mL 57.4884 mL
5 mM 0.4599 mL 2.2995 mL 4.5991 mL 11.4977 mL
10 mM 0.2300 mL 1.1498 mL 2.2995 mL 5.7488 mL
15 mM 0.1533 mL 0.7665 mL 1.5330 mL 3.8326 mL
20 mM 0.1150 mL 0.5749 mL 1.1498 mL 2.8744 mL
DMSO
25 mM 0.0920 mL 0.4599 mL 0.9198 mL 2.2995 mL
30 mM 0.0767 mL 0.3833 mL 0.7665 mL 1.9163 mL
40 mM 0.0575 mL 0.2874 mL 0.5749 mL 1.4372 mL
50 mM 0.0460 mL 0.2300 mL 0.4599 mL 1.1498 mL
60 mM 0.0383 mL 0.1916 mL 0.3833 mL 0.9581 mL
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80 mM

0.0287 mL 0.1437 mL 0.2874 mL

0.7186 mL

100 mM

0.0230 mL 0.1150 mL 0.2300 mL

0.5749 mL
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