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Agonists

HY-19889

CAS No.:

851376-05-1

Molecular Formula:

C₂₆H₂₈ClN₃O₇

Molecular Weight:

529.97

Target:

5-HT Receptor

Pathway:

GPCR/G Protein; Neuronal Signaling

Storage:

Powder

-20°C

3 years

4°C

2 years

-80°C

6 months

-20°C

1 month

Screening Libraries

In solvent

•

Cat. No.:

SOLVENT & SOLUBILITY
In Vitro

DMSO : 200 mg/mL (377.38 mM; Need ultrasonic)

Solvent

Mass
1 mg

5 mg

10 mg

1 mM

1.8869 mL

9.4345 mL

18.8690 mL

5 mM

0.3774 mL

1.8869 mL

3.7738 mL

10 mM

0.1887 mL

0.9434 mL

1.8869 mL

Concentration
Preparing
Stock Solutions

Please refer to the solubility information to select the appropriate solvent.
In Vivo

1. Add each solvent one by one: 10% DMSO >> 40% PEG300 >> 5% Tween-80 >> 45% saline
Solubility: ≥ 5 mg/mL (9.43 mM); Clear solution
2. Add each solvent one by one: 10% DMSO >> 90% (20% SBE-β-CD in saline)
Solubility: ≥ 5 mg/mL (9.43 mM); Clear solution
3. Add each solvent one by one: 10% DMSO >> 90% corn oil
Solubility: ≥ 5 mg/mL (9.43 mM); Clear solution

BIOLOGICAL ACTIVITY
Description

JNJ-18038683 is a 5-Hydroxytryptamine Type 7 (5-HT7) receptor antagonist, with pKis of 8.19, 8.20 for rat and human 5-HT7
in HEK293 cells, respectively.

IC₅₀ & Target

In Vitro
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Rat 5-HT7 Receptor

Human 5-HT7 Receptor

8.19 (pKi, in HEK293 cells )

8.20 (pKi, in HEK293 cells )

JNJ-18038683 displaced, with high affinity, specific [3H]5-CT binding sites from rat and human 5-HT7 receptor express in
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HEK293 cells (pKi=8.19±0.02 and 8.20±0.01, respectively). Similar values are obtained on the native 5-HT7 in membranes
from rat thalamus (pKi=8.50±0.20). Hill slope values are close to unity, suggesting one-site competitive binding. Antagonist
potency of JNJ-18038683 is determined by the measurement of adenylate cyclase activity in HEK293 cells expressing the
human or rat 5-HT7 receptor. 5-HT stimulates adenylyl cyclase activity in rat and human 5-HT7/HEK293 cells with a pEC50 of
8.09 and 8.12, respectively. JNJ-18038683 produces a concentration-dependent decrease of 5-HT (100 nM)-stimulated
adenylyl cyclase. The pKB values determined for JNJ-18038683 are in good agreement with the corresponding Ki values
determined from [3H]5-CT binding studies[1].
MCE has not independently confirmed the accuracy of these methods. They are for reference only.
In Vivo

JNJ-18038683 dose-dependently suppresses REM sleep mainly during the first 4 h after the treatment. The duration of REM
sleep is significantly decreased from the dose of 1 mg/kg onward (P<0.05) during the first 4 h after oral administration.
Concomitantly, the REM sleep latency tends to be prolonged in a dose-related manner with a significant increase in REM
latency occurring only at the highest dose tested (10 mg/kg; P<0.05). These alterations in REM sleep seem to be statespecific. A separate study is conducted to determine whether repeated administration of JNJ-18038683 for 7 days would
result in an adaptation of the EEG sleep response in particular on REM sleep in rats during the course of the treatment and
after its discontinuation. JNJ-18038683 is administered for 7 consecutive days (1 mg/kg s.c. per day) at 2 h into the light
phase. On the first day of treatment, JNJ-18038683 produces a significant decrease in the time spent in REM sleep during the
first 8 h after the injection and a prolongation of the REM sleep latency. The REM sleep latency is increased during the 7-day
repeated treatment and is normalized on the first recovery day after cessation of treatment. The significant decrease in REM
sleep time is maintained during the 7-day repeated treatment, with a rebound occurring on the first recovery day after
treatment discontinuation. The NREM sleep latency and the total NREM sleep time are not affected during the entire
treatment[1].
MCE has not independently confirmed the accuracy of these methods. They are for reference only.

PROTOCOL
Cell Assay [1]

HEK-293 cells stably expressing the rat 5-HT7 receptor are preincubated for 10 min with seven concentrations of JNJ18038683 (10 μM-100 pM) followed by incubation with 100 nM of the agonist (5-HT). cAMP measurements are determined.
SB-2699970 is used as the reference compound7receptor[1].
MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Animal

Mice[1]

Administration [1]

Rat telemetry experiments are performed. In brief, telemetric devices are implanted in the peritoneal cavity of rats. After a 7day recovery period, body temperature is measured noninvasively by radiotelemetry. On the day of the experiment, the
baseline is monitored for 60 min before drug injection. Rat core temperature is continuously recorded, before and after
injection, and averaged over each 2-min collection period. JNJ-18038683 (0.09, 0.9, and 9.0 mg/kg) is administered orally 6 h
before 5-CT (0.1 mg/kg, i.p.) administration or intraperitoneally (0.027, 0.09, 0.18, 0.27, and 0.9 mg/kg) 20 min before 5-CT
(0.1 mg/kg i.p.) administration (n=5 in each group). Change in core body temperature is calculated for all animals by
comparing baseline before dosing to the minimal temperature reached after drug administration[1].
MCE has not independently confirmed the accuracy of these methods. They are for reference only.
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Caution: Product has not been fully validated for medical applications. For research use only.
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