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Description

Xaliproden (SR57746) hydrochloride (SR57746A) is an orally active, highly selective 5-HT1A receptor
agonist. Xaliproden hydrochloride activates pertussis toxin-sensitive G protein-coupled signaling cascades,
as well as the PKC, ERKI/ERK2, Akt and p21 Ras/MEK-1 pathways. Xaliproden hydrochloride also
downregulates the JINK/p66/c-Jun signaling pathway, induces phosphorylation of the shc adaptor protein,
regulates extracellular dopamine and 5-HT levels, and induces [35S]GTPyS labeling in rat brain structures
rich in 5-HT1A receptors. Xaliproden hydrochloride exerts neurotrophic, neuroprotective, renoprotective,
anti-inflammatory, anti-apoptotic, anti-fibrotic and analgesic effects. Xaliproden hydrochloride also
enhances NGF-induced neurite outgrowth, promotes motor neuron survival, attenuates renal tubular injury
and inhibits chemotherapy-induced mechanical allodynia, without activating or
altering NGF-induced TrkA receptor activation. Xaliproden hydrochloride can be used in the research of
motor neuron disease, diabetic nephropathy, chemotherapy-induced peripheral neuropathy, amyotrophic
lateral sclerosis, Alzheimer's disease, acute tonic nociceptive pain, inflammatory pain, depression and

anxiety[1][2][3][4].

IC50 & Target

5-HT1A Receptor | D2 Receptor

In Vitro

Xaliproden hydrochloride (1-10 uM; 5-30 min) <3307 K BRVE 5 40U PCI2 U F ¥ TrkA 24k
[1]-

Xaliproden hydrochloride (1 uM; 5 min-48 h) A 7£ K R Vg % 40 f 8 PC12 40l +h 5% p66shc
p52she WAL A I T s S IR B IR Ak, Horh p66she [BEERILTE 5 min BVIAFIUE(E, pS2she HUBE
FRILAE 48 h B IR BIVEAE1].

Xaliproden hydrochloride (0.1-5 uM; 5-30 min) A £E PCI12 K R FE4% 40 i % 40 i % S ERKI1/ERK2
MAP 85 2R OB BRSSP gE 1 pM fEA] 5 min B ERK2 IBUEIEMEIE 3 5, 1£ 5
uM AEF 5 min I35 KEEE KT (1]

Xaliproden hydrochloride (1 pM; 5-30 min) % 5 [) PC12 KR W& H 40 fu i 41 fih ERK1/ERK2 MAP
PR S PKC I 2 8 WAL (R T PKC 93, 10 5-HT1A 32455180 Gilo & H 2% i Al 4
il PKC &[]

Xaliproden hydrochloride (1-10 uM; 24 h) B A INK/p6S/c-Jun {5 5@ M, AR JRE 40T
SEAR 3 I N7 AP =plin: 2 N g a2t R =ty A R OE LA

Xaliproden hydrochloride (10 pM) FJ 3@ I K BRI o AMUIRE X . A 7 J2 B A IR 2 10 X A 1 K 98
5-HTla ZHRWIE G A, ZEMTH 5-HTla ZARETR WAY100635 55 4:BI4].

Western Blot Analysis[1]

Cell Line: PC12 rat pheochromocytoma cells

Concentration: 1 uM (Xaliproden); 1 uM, 5 uM (chelerythrine chloride,
pre-incubation); 10 uM (pindobind, pre-incubation); 50 ng/mL
(pertussis toxin, pre-incubation)

Incubation Time: 5 min (Xaliproden; following 1 h pre-incubation with chelerythrine
chloride); 30 min (Xaliproden; following 1 h pre-incubation with
pindobind or 2 h pre-incubation with pertussis toxin)

Result: Pre-incubation with 1 uM or 5 uM chelerythrine chloride blocked

Xaliproden-induced ERK1/ERK2 activation.
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Pre-incubation with GF109203X repressed Xaliproden-induced
ERK1/ERK2 activation.

Pre-incubation with GF109203X repressed Xaliproden-induced
ERK1/ERK2 activation.

Induced phosphorylation of PKC isoforms a, BI, BIL, v, 6 at 30 min,

which was inhibited by pre-incubation with pindobind or pertussis

toxin.

Cell Viability Assay[2]

Cell Line: human renal proximal tubular epithelial cells (high
glucose-stimulated)

Concentration: 1 uM, 10 uM

Incubation Time: 24 h (co-incubation with high glucose)

Result: Did not affect cell viability of high glucose-stimulated cells.

Significantly reduced phosphorylation of INK, p65, and c-Jun.
Decreased protein expression of inflammatory cytokines IL-1f, IL-6,
and TNF-a.

Reduced the number of TUNEL-positive apoptotic cells.

Lowered protein levels of cleaved caspase-3 and cleaved PARP.
Decreased expression of fibrotic proteins TGF-p, phospho-Smad2/3,
and collagen 1.

Produced comparable reductions in p-JNK, p-p65, inflammatory
proteins, TUNEL-positive cells, apoptotic proteins, p-c-Jun, and
fibrotic proteins when co-treated with SP600125 as when used alone.
Produced comparable reductions in p-c-Jun and fibrotic proteins when
co-treated with SR11302 as when used alone.

Showed no dose-dependent effect between 1 uM and 10 uM

concentrations.

In Vivo

Xaliproden A ZEK ML MERI 2O pmn /N BN T 1755 I 6 3R 22 HOB B DR, A% ROA 2 1/
BRIZEB M TC e THET(1].

Xaliproden (0.3-1.5 mg/kg/K: FIIR: ®H 1 #&k: 4L 4 i) hydrochloride P 2 % B35 5 Th g
WO AR W NE S S AL, B NH] INK/p6S/c-Tun 155 HRFRI 400 . T R A4k
AGIBRE, TR AR R B db/db /N ERURAE BRI [2].

Xaliproden (0.3-3 mg/kg; 1AR; H.1%) hydrochloride T35 . 3 2 & A4 1 H 3 1] Paclitaxel i
SR S5 B3]

Xaliproden (0.3-3 mg/kg; [1A}; HL¥K) hydrochloride X 7E 3 mg/kg LIKFI&E T4 Vincristine i 5 1AL
WL SRR R R 19% MGIER, AR, LS Vineristine 403/ R (1)
JRI 2T L N3]

Xaliproden (0.63-40 mg/kg: If%: HYX) hydrochloride AJ %/ AT M J¢ 2 G Dk bk 5-HT1A 3%
PREE G TR BRI HER, H IDS0 454 3.5 mg/kg M 3.3 mg/kg (K HR)[4].

Xaliproden (0.63-10 mg/kg; RSN, B#9%) hydrochloride T@id#4E 5-HT1A 224k, S FIREMME T
R R 2 % ELOKF (ED50=0.7 mg/kg, i.p.), FFFEARKRIE S 5-HT /KF (ED50=1.2 mg/kg,

iLp.)[4]
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Xaliproden (0.63-10 mg/kg; MEMEIE:SF; HIR) hydrochloride 7 K BRAR /R Dy bR I 1 56 o mf 7= A= 71 i A
WE. B S-HTIA A FRBFRESZIEM, £ 10 mgkg (ip.) W 07584 W0 8 TURNIA TUR RI[4].
Animal Model: BKS.Cg-Dock7m+/+ Leprdb (db/db) (6-week-old male, spontaneous

genetic diabetic kidney disease model)[2]

Dosage: 0.3 mg/kg/day; 1.5 mg/kg/day
Administration: p.o.; once daily; 4 weeks
Result: Significantly reduced serum blood urea nitrogen and creatinine levels

relative to untreated DKD mice.

Significantly decreased urinary albumin-to-creatinine ratios relative to
untreated DKD mice.

Significantly lowered fasting blood glucose and homeostatic model
assessment of insulin resistance levels relative to untreated DKD mice.
Significantly reduced renal tubular injury scores and collagen deposition
(renal fibrosis) compared to untreated DKD mice.

Significantly attenuated the phosphorylation of INK, p65, and c-Jun in
kidney tissues relative to untreated DKD mice.

Significantly decreased the expression of inflammatory markers (IL-1§,
IL-6, TNF-a), apoptotic markers (cleaved caspase-3, cleaved PARP), and
fibrotic markers (TGF-p, phospho-Smad2/3, collagen 1) in kidney tissues
relative to untreated DKD mice.

Showed no dose-dependent effect between 0.3 mg/kg/day and 1.5

mg/kg/day doses.

Solvent&Solubility

41 P S
DMSO HFEFSE : 33.33 mg/mL (79.76 mM; 8 75 BhiE; WR K DMSO X 7= it 1) V5 fift BE A 2 35 52
e, i FET T & (1) DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.3930 mL 11.9649 mL 23.9297 mL
Stock Solutions 5 mM 0.4786 mL 2.3930 mL 4.7859 mL
10 mM 0.2393 mL 1.1965 mL 2.3930 mL

AR 7 AN RV R P R R S PR A IS VA IS A — BRI, TR, B
ST R R I TR P R

AR A7 7 RANIBR . -80°C, 6 months; -20°C, 1 month (sealed storage, away from moisture). -80°C
BTEI, W PE 6 AN H P, -20°C f7ERE, E7E 1 AN H AR,

YL

TEIRAR IR Y SEaR A4S 2575 2 I 2 VA R T %

VLNV 7 S 45 5% 8 In Vitro 77 UBCHIE S A% 40900, B ARSI WA 71
DIPRAE SR 28 R AT SETE, VBT R S T IR A7 2 1, &2 PRA7 s AR SRR ARV, 2
WESLHIES, 2R,

[ S R T AN (N R = RE A i VN T 2 73T G R AN s O EC G DU s el s B/ TR/ i
BLG, 0T LUE I 0 /B 5 i 7 %

E S

R FA AT 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
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Solubility: = 2.5 mg/mL (5.98 mM); FiH K

T RAI3RAG = 2.5 mg/mL (R RED BIEIEIER

L 1mL TAEMCHE], B 100 wL25.0 mg/mL HIFETE DMSO f## M 400 wL PEG300 1, iR
G5 B ERERFIAN 50 L Tween-80, JRAIS): REHALSIMA 450 nL AEFHK &
A% ImL.

A EHKEEH: K 0.9 ¢ FMM, BMET ddH: O FFEAZE 100 mL, ] LA RIS A E
IKIEW

L -

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

Solubility: = 2.5 mg/mL (5.98 mM); FiH K

T RAI3AF = 2.5 mg/mL CRERED BIEIEIHER

U 1mL TARRCAH], B 100 1w L25.0 mg/mL HIETE DMSO &N 900 uL20% f# SBE-B
-CD AEHEAKER &, REBH.

2 g SBE-B -CD (FTHEEE B-FHMIAE MAERET 10mL MAEFEHKF, TEEMEBHESEN.
FR =

EIRF AR 10% DMSO  —  90% Corn Oil

Solubility: = 2.5 mg/mL (5.98 mM); 5K

SRS = 2.5 mg/mL CHERIEERAD BOEIEIEIL B 28 SE0e A WI7E AN 7 LR ish# st os
FtE A o

P ImL TAEM 9B, BC 100 wL25.0 mg/mL ¥ DMSO f§#3ME] 900 wL F ki, BE
5.
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TEEEAE BRI R -

AR P S E S [ 70 R VA R B I PR A G T ISR A AR — ELRC RV, BN RAE, 8 G S S VR R BRI
K. BRI T RAAR : -80°C, 6 months; -20°C, 1 month (sealed storage, away from moisture). -80°C ik £, 57E 6
ANAPE, 20°C AR, 7 1A AR,

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.3930 mL 11.9649 mL 23.9297 mL 59.8244 mL
S mM 0.4786 mL 2.3930 mL 4.7859 mL 11.9649 mL

DMSO
10 mM 0.2393 mL 1.1965 mL 2.3930 mL 5.9824 mL
15 mM 0.1595 mL 0.7977 mL 1.5953 mL 3.9883 mL
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20 mM 0.1196 mL 0.5982 mL 1.1965 mL 2.9912 mL
25 mM 0.0957 mL 0.4786 mL 0.9572 mL 2.3930 mL
30 mM 0.0798 mL 0.3988 mL 0.7977 mL 1.9941 mL
40 mM 0.0598 mL 0.2991 mL 0.5982 mL 1.4956 mL
50 mM 0.0479 mL 0.2393 mL 0.4786 mL 1.1965 mL
60 mM 0.0399 mL 0.1994 mL 0.3988 mL 0.9971 mL
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