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HEYEE

BL-918 is an orally active UNC-51-like kinase 1 (ULK1) activator with an EC50 of 24.14 nM. BL-918

Description exerts its cytoprotective autophagic effect by targeting ULK complex. BL-918 has the potential for
Parkinson’s disease (PD) treatment[1].
IC50 & Target == ee
24.14 nM (ECso) 0.719 uM (Kd)
BL-918 ({b &4 33i) LLR4E &M (KD=0.719 pM) 5 ULK1 4547 1]
BL-918 (5 pM: FF4L 24 /M) FESM&I0RE SH-SYSY 40 FmE[1].
BL-918 (0.5-50 uM; fFF 24 /i) T840 MPP+iF S IAIBE T, X /& it #4550 40 B v o Keiff
OIRNE
BL-918 (5 uM: H74E 6-36 /M) B [AAH B = LC3-11. Beclin-1 [AIFRIAIKT R HBERRALIRE
[ i AR e B M MR SQSTMI1/p62 (197K F-. BL-918 &7 ULK1 [ Ser317 Al Ser555 WiEgAL,
FEBEAR ULK1 [f) Ser757 WARRIL[1].
Cell Autophagy Assay|[1]
Cell Line: SH-SYSY cells
Concentration: 5uM
Incubation Time: For 24 hours
Result: Induced Autophagy.
Cell Viability Assay[1]
Tn Vitro Cell Line: SH-SYSY cells
Concentration: 0.5,5,50 uM
Incubation Time: For 24 hours
Result: Could partially reverse MPP*-induced cell death, which was
determined by enhancing cell viability.
Western Blot Analysis[1]
Cell Line: SH-SYS5Y cells
Concentration: 5uM
Incubation Time: 6, 12, 24, 36 hours
Result: Time-dependently elevated the expression levels of LC3-1I (a
key marker of autophagy), Beclin-1, and its phosphorylation
status, whereas reduced the level of the selective autophagy
substrate SQSTM1/p62.
BL-918 (fb&5# 33i; 20, 40 Bl 80 mg/kg/K; FRREE; L5 —RIES E/K/MPTP 7T 2 RIFMA,
LR G — ST B K/MPTP o 2R 4EHF 5 R) 55 DA KHAB =LK, BL-918 RERK
Z B[ (DA). 3, 4-FHFK I (DOPAC) MEmEEER (HVA) /K F[1].
In Vivo

Animal Model: Male C57BL/6 mice (eight-week old) weighing between 20 and 25 g[1]
Dosage: 20, 40, or 80 mg/kg
Administration: Oral gavage; daily; began 2 days before the first injection of saline/MPTP
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and continuously maintained for 5 days after the last injection of
saline/MPTP
Result: Attenuated the loss of DA and its metabolites.
4H L S
Solvent&Solubility DMSO MR : > 250 mg/mL (468.66 mM; IR DMSO X 7™ i (R AR BE A 2% e, 56
#FEY) DMSO)
1 mg 5 mg 10 mg
Concentration
Preparing 1 mM 1.8746 mL 9.3731 mL 18.7463 mL
Stock Solutions 5mM 0.3749 mL 1.8746 mL 3.7492 mL
10 mM 0.1875 mL 0.9373 mL 1.8746 mL
* AR P S AN TR VA o VA R B S & VA RO #00: — RGO, TS SR IR,
S VR R R i R
it I DR A7 J7 UABIBR : -80°C, 2 years; -20°C, 1 year. -80°C fffrIN, /L 2 FM MM, -20°C fi#
T, AR 1 AENAE .
B
TR B SIS BN MR GS 2577 3 I PRE AT AR T %
VLR iR 7 S8 0513 S 42 B In Vitro 75 ZXRCHVETE ROAE & W PRI RIS TN B VA 771
——NPRIESEYG A AT AT SEVE, B B A VAT DU (A 25 1, & A 0RAT s AR SEIR 0 AR, &
WEBLHIAC, HRAH;
VAR VAR 7 B 7 20 bR AR R A B i 2 P AR AR G L e e R vh U BLTIE S il
PG, AT DA I AR/ Bl 7 A 75 B i
E S
TEHFA IR 10% DMSO —  90% Corn Oil
Solubility: > 2.08 mg/mL (3.90 mM); i ¥l
BB FE ARG > 2.08 mg/mL CRIBERFD AOPEIEIEL 07 S8 5250 A WIFE 4 H LB I3 Seie i)
A .
PL 1 mL TAER 9], B 100 pL 20.8 mg/mL A% E DMSO fi# 20N %] 900 pL F K, IREI .
[1]. Ouyang L, et al. Small-Molecule Activator of UNC-51-Like Kinase 1 (ULKI1) That Induces
E= BN Cytoprotective Autophagy for Parkinson's Disease Treatment. ] Med Chem. 2018 Apr 12;61(7):2776-2792.
e Ak AL IR -

AR i E AN R T o B R P PR S E BT R O R AV — ELBC RV, TR ORAT, 8 G S SR R B
KA. AEEIORAE T RUYIIR . -80°C, 2 years; -20°C, 1 year. -80°C f#fF I, (L 2 MMM, -20°C ffFFRT, I54E 1 SEN

.
AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER
W
1 mM 1.8746 mL 9.3731 mL 18.7463 mL 46.8656 mL
5mM 0.3749 mL 1.8746 mL 3.7493 mL 9.3731 mL
10 mM 0.1875 mL 0.9373 mL 1.8746 mL 4.6866 mL
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15 mM 0.1250 mL 0.6249 mL 1.2498 mL 3.1244 mL
20 mM 0.0937 mL 0.4687 mL 0.9373 mL 2.3433 mL
25 mM 0.0750 mL 0.3749 mL 0.7499 mL 1.8746 mL
30 mM 0.0625 mL 0.3124 mL 0.6249 mL 1.5622 mL
40 mM 0.0469 mL 0.2343 mL 0.4687 mL 1.1716 mL
50 mM 0.0375 mL 0.1875 mL 0.3749 mL 0.9373 mL
60 mM 0.0312 mL 0.1562 mL 0.3124 mL 0.7811 mL
80 mM 0.0234 mL 0.1172 mL 0.2343 mL 0.5858 mL
100 mM 0.0187 mL 0.0937 mL 0.1875 mL 0.4687 mL
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