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FE4FR: TP0463518
CAS &: 1558021-37-6
FEmRS: S88425

HEYEE

TP0463518 /& —Fp N ARA 2 584 MBS 5 R 7 Il 2 BE R LB PHD1/2/3 (132 i 77 .
TP0463518 o4+ PEM#| AJR PHDI (IC50=18 nM), PHD2 (Ki=5.3 nM), Al PHD3 (IC50=63 nM), #E[A]

Description % PHD2 [1] IC50 24 22 nM. TP0463518 il PHD LML A E HIF « , Wil iR
M (EPO) ARSI sIE BRI (i in DMT-1 Rl dCYTb £ik), 377, TP0463518
T TR T LR S P 2T I A A
IC50 & Target HIF-2 «a
TP0463518 W Z3% Ll HIF-2a UL EPO mRNA £ik, UK RMESES EPO ik 52 £
In Vitro
[1].
TP0463518 (5-40 mg/kg: AREES; MH 1 & 6 J) /K. KR 5/6 B IR R AR
R eh, &GN (LA R (EPO) /KT, s Bt BT I X SOEIE 2T oM, FL 259K 25 EPO
KT R AR R AE[1][2]
Animal Model: Balb/c mice (male/female, ~20 g, 9 weeks)[1]
In Vivo Dosage: 5-40 mg/kg
Administration: Oral gavage, single dose
Result: Increased serum EPO levels in a dose-dependent manner (5 mg/kg or
higher), with a strong PK/PD correlation (correlation factor=0.95). The
maximum EPO response occurred at 6 h post-administration.
4R SK:
Solvent&Solubility DMSO H IV RE - > 125 mg/mL (289.47 mM; MR DMSO X 7= A MR E G B &, 15

BitE ) DMSO)

* ">"means soluble, but saturation unknown

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.3157 mL 11.5786 mL 23.1573 mL
Stock Solutions 5 mM 0.4631 mL 2.3157 mL 4.6315 mL
10 mM 0.2316 mL 1.1579 mL 2.3157 mL

AR AN T A ) o RV R FE I PR E A L A — ELRC AT, B AR RAE, BEG
ST VR R I i 2R R

%2 M RAT T AR . -80°C, 2 years; -20°C, 1 year. -80°C fiffEIN, 57E 2 EA ML,
T, AE LENEA .

YL

TERE R SR AL 27 A SRR M MR T &

PR VAR J7 R85 e 4% In Vitro J7 ZURCHIE TS A4 AT, PR VOB B 70

—— IPRAESEIR A SR TR, TS IO A PT DR G A7, & U IRAT ARSI TR, 2
WESLHIES, 2R,

AR VAR I 578 ) 43 b B2 R (R 2B P AR AR Ll eI R vh ML IE T
PG, AT LUE R AR/l s () 7 BT

VE S
VTR I 7

-20°C fi#

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline
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Solubility: >2.08 mg/mL (4.82 mM); V&K

BT RT3 > 2.08 mg/mL CHRIERAD IR THER .

U 1mL TARRCAH], B 100 pL 20.8 mg/mL 7T DMSO & W% 400 uL PEG300 ', iR&
¥15); B B ARSI 50 uL Tween-80, JRE YA RIGHIEEEIIN 450 uL AFHK EHE 1
mL.

AEFRER KT 4 0.9 g FAEN, BT ddH.0 HEAZE 100 mL, AT LIS EIEHE I IR FE 3R K
a3

L -

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

Solubility: >2.08 mg/mL (4.82 mM); V&K

BT RT3 > 2.08 mg/mL CHRIERAD IR THIER

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL {7 DMSO fig#& i InE] 900 uL 20% [ SBE-B-CD
AEFEAOKEIR T, IREBIN .

2 g SBE-B-CD U T 5k B-FRMIAE) MAEA T 10 mL A K, SEARMEREIEN.

FR =

EIRF AR 10% DMSO  —  90% Corn Oil

Solubility: >2.08 mg/mL (4.82 mM); ¥ iR

SET7 %A 3RS > 2.08 mg/mL CHLRIEESRAD MRE WL BET7 22 S8 FWILE AN BB M 3h W seie iy
TEREA .

PL I mL TAEBCAE], X 100 uL 20.8 mg/mL 7 DMSO fig & inE] 900 uL Tk, JBEH
5.

EZ 3N [1]. Kato S, et al. TP0463518, a novel inhibitor for hypoxia-inducible factor prolyl hydroxylases, increases
erythropoietin in rodents and monkeys with a good pharmacokinetics-pharmacodynamics correlation. Eur J
Pharmacol. 2018 Nov 5;838:138-144.
[2]. Kato S, et al. TP0463518 (TS-143) Ameliorates Peptidoglycan-Polysaccharide Induced Anemia of
Inflammation in Rats. Biol Pharm Bull. 2021;44(11):1653-1661.
(=4 N
SRR BRI R -
TEARLEE 7™ i LS TR 77 BV R A PR A 0 R VA R TE A 5. — ELFCRRVB VAL, 1 70 B ORAF,  3BE G S S R RS AR 7 i 2R
T RA7E )T AR : -80° C, 2 years; -20° C, 1 year. -80° C ik, HE 2 EAMEM, -20° CflfEnf, &4 1 4E
WAL .
ALIEVEF RE 1mg 5mg 10 mg 25 mg
B
WE
1 mM 2.3157 mL 11.5786 mL 23.1573 mL 57.8932 mL
5mM 0.4631 mL 2.3157 mL 4.6315 mL 11.5786 mL
DMSO 10 mM 0.2316 mL 1.1579 mL 2.3157 mL 5.7893 mL
15 mM 0.1544 mL 0.7719 mL 1.5438 mL 3.8595 mL
20 mM 0.1158 mL 0.5789 mL 1.1579 mL 2.8947 mL
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25 mM 0.0926 mL 0.4631 mL 0.9263 mL 23157 mL
30 mM 0.0772 mL 0.3860 mL 0.7719 mL 1.9298 mL
40 mM 0.0579 mL 0.2895 mL 0.5789 mL 1.4473 mL
50 mM 0.0463 mL 0.2316 mL 0.4631 mL 1.1579 mL
60 mM 0.0386 mL 0.1930 mL 0.3860 mL 0.9649 mL
80 mM 0.0289 mL 0.1447 mL 0.2895 mL 0.7237 mL
100 mM 0.0232 mL 0.1158 mL 0.2316 mL 0.5789 mL
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