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HEYEE

HG-10-102-01 J&2—Fpa. £k, ARG oAb fE 1 LRRK2 4057, Hxf T4 % LRRK2

Description 1 LRRK2[G2019S], 1IC50 {4 %1y 20.3 F1 3.2nM. HG-10-102-01 tHEEHIH] MNK2 1 MLKI,
H 1050 E4 5N 0.6 A1 2.1 wM. HG-10-102-01 ] T A48 (PD) HIBF .
IC50: 3.2 nM (LRRK2[G2019S]), 20.3 nM (wild-type LRRK2), 95.9 nM (LRRK2[G2019S+A2016T],
IC50 & Target
153.7 nM (LRRK2[A2016T]), 0.6 1M (MNK2),2.1 1M (MLKI1)[1]
Cell Line Type Value Description
Inhibition of LRRK2 A2016T mutant expressed in
HEK293 cells using nictide as substrate and
HEK293 1Cso 153.7 nM
[gamma32P]ATP after 15 mins by Cerenkov counting
method
Inhibition of LRRK?2 expressed in HEK293 cells using
HEK293 1Cso 20.3 nM nictide as substrate and [gamma32P]ATP after 15 mins by
Cerenkov counting method
Inhibition of autophosphorylation of LRRK2 in human
Cellular Effect HEK293 ICso 29 nM
HEK?293 cells
Inhibition of LRRK2 G2019S mutant expressed in
HEK293 cells using nictide as substrate and
HEK?293 ICso 3.2nM
[gamma32P]ATP after 15 mins by Cerenkov counting
method
Inhibition of LRRK2 G2019S/A2016T mutant expressed
in HEK293 cells using nictide as substrate and
HEK293 1Cso 95.9 nM
[gamma32P]ATP after 15 mins by Cerenkov counting
method
HG-10-102-01 (0-3 M, 90 4r#k) EFMIF AR LRRK2 Fl G2019S ZAFA[1] 1 Ser910
M Ser935 WAL
Western Blot Analysis[1]
Cell Line: HEK293 cells, Mouse Swiss 3T3 cells and Mouse embryonic fibroblast
cells
Concentration: 0,0.01,0.03,0.1,0.3, 1, and 3 uM
In Vitro
Incubation Time: 90 min
Result: Induced a dose-dependent inhibition of Ser910 and Ser935
phosphorylation in both wild-type LRRK2 and LRRK2[G2019S] stably
transfected into HEK293 cells. Induced similar dose-dependent Ser910
and Ser935 dephosphorylation of endogenous LRRK2 in mouse Swiss
3T3 cells and mouse embryonic fibroblast cells
HG-10-102-01 (0-100 mg/kg, ip., — ) 5o #060/AN BUE I . B0 AT I+ i) LRRK2
Ser910/Ser935 WL IL[1]-
In Vivo

HG-10-102-01 (1 mg/kg, i.v.; 10 mg/kg, FR—K) RILH R0 D RAEVFIFIE (%F=67). 0.13
JINESF PR 2 T SRR I SR 7 1]
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Solvent&Solubility

Animal Model: Wild type male C57BL/6 mice[1]
Dosage: 0, 3, 10, 30, 50, and 100 mg/kg
Administration: IP, once
Result: Showed near complete dephosphorylation of Ser910 and Ser935 of
LRRK?2 in all tissues including brain at 100 mg/kg and 50 mg/kg, but
only partial inhibition in brain at the 30 and 10 mg/kg doses.
Animal Model: Wild type male C57BL/6 mice[1]
Dosage: 1 mg/kg (IV); 10 mg/kg (PO)
Administration: IV, PO; once (Pharmacokinetic Analysis)
Result: Pharmacokinetic Parameters of HG-10-102-01 in male C57BL/6
micel'l.
IV (1 mg/kg) PO (10 mg/kg)
Tinax (h) 0.25
Cmax (ng/mL) 1330 1241
AUClast 74.85 502.34
(ng/mL* h)
AUCIF 75.06 503.41
(ng/mL* h)
Tz (h) 0.13
CL (mL/min/kg) 222.04
Vss (L/kg) 1.68
F (%) 67
4Hp ST

DMSO HH[IEAREE > 50 mg/mL (132.33 mM; "RIRY DMSO 7= it (VA A BE A S 35 5, 75 158 FH
&) DMSO)

* ">" means soluble, but saturation unknown

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.6467 mL 13.2335 mL 26.4669 mL
Stock Solutions 5 mM 0.5293 mL 2.6467 mL 5.2934 mL
10 mM 0.2647 mL 1.3233 mL 2.6467 mL

AR i E AN TR o BV AR B PR S E A R B A AV — ELBCRUIATR, B R AT, e A
SRR R 7 R R

it I A7 J7 AR -80°C, 2 years; -20°C, 1 year. -80°C ffTFIN, W5(E 2 FAME,  -20°C
1P, AETE 1R

B

TR B SIS 2577 30 I PRE AT AR %

VUR VAR 7 R 56458 In Vitro J7 AUBCHITE T BAE W0, ARG I B 770
NPRIESE UG E5 R AT SENE, VA ST DU A 25 18, & A 0RA7 s RN SEIR 0 AR, &
WEDUT AL, SR A

VAR VAR 7 B 71 23 bR RS2 AL A B A 2P AR AR G L e e s R vh M BLTIE S il
PG, AT DA I AR/ Bl 7 A 5 B i
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VI S

R F RN FER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2 mg/mL (5.29 mM); 5K

BT RAI3RAF > 2 mg/mL CHURIERAD EHER -

L 1mL TAEMCHE], B 100 pL 20.0 mg/mL K DMSO f## N 400 uL PEG300 1, VR4
Y15y, B ERKATIA 50 uL Tween-80, VB AAT; ARG HEAEEMA 450 uL AEBEK EFHE 1
mL,

AT K TR S K 0.9 g AN, BT ddH.0 FHFEAZE 100 mL, A LB E W 145 F K
s

I -

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

Solubility: > 2 mg/mL (5.29 mM); 5K

BT RAI3RAF > 2 mg/mL CHURIERAD EHER -

PL I mL TAEBCAE], U 100 uL 20.0 mg/mL [{7EH DMSO fig#& i InE] 900 uL 20% [ SBE-B-CD
AER R KK B, IREA.

2 g SBE-B-CD (I T 3:EE B-FRMIRS) MAEET 10 mL EEEKP, SEERMEREEN.

EZ 3N [1]. Choi HG, et al. Brain Penetrant LRRK2 Inhibitor. ACS Med Chem Lett. 2012 Aug 9;3(8):658-662.
[2]. Wang M, et al. Synthesis of [ IC]JHG-10-102-01 as a new potential PET agent for imaging of LRRK2
enzyme in Parkinson's disease. Bioorg Med Chem Lett. 2017 Mar 15;27(6):1351-1355.
(=4 N
SEEAE BRI R -
TEARLEE 7™ i LS TRV 77 T BV AR A PR A 3 R VA RIS 1 5 — ELFCRRIE VL, 8 70 B ORAF, 3B G0 S ST R RS R 7 i 2R
T RAE )7 AR : -80° C, 2 years; -20° C, 1 year. -80° C /2, iHE 2 4EAMEM, -20° CflfERf, &4 1 4E
WAL .
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
WE
1 mM 2.6467 mL 13.2335 mL 26.4669 mL 66.1673 mL
5mM 0.5293 mL 2.6467 mL 5.2934 mL 13.2335 mL
10 mM 0.2647 mL 1.3233 mL 2.6467 mL 6.6167 mL
15 mM 0.1764 mL 0.8822 mL 1.7645 mL 44112 mL
20 mM 0.1323 mL 0.6617 mL 1.3233 mL 3.3084 mL
DMSO
25 mM 0.1059 mL 0.5293 mL 1.0587 mL 2.6467 mL
30 mM 0.0882 mL 0.4411 mL 0.8822 mL 2.2056 mL
40 mM 0.0662 mL 0.3308 mL 0.6617 mL 1.6542 mL
50 mM 0.0529 mL 0.2647 mL 0.5293 mL 1.3233 mL
60 mM 0.0441 mL 0.2206 mL 0.4411 mL 1.1028 mL
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80 mM

0.0331 mL 0.1654 mL 0.3308 mL

0.8271 mL

100 mM

0.0265 mL 0.1323 mL 0.2647 mL

0.6617 mL
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