Peptides, Inhibitors, Agonists

Product Data Sheet

Product Name: Toreforant (JNJ-38518168)

Cat. No.:

GC31220

Chemical Properties

Cas. No.
SMILES
Formula

Solubility

General
tips

Shipping

952494-46-1
CN1CCC(CCCNC2=NC=C(C3=NC4=CC(C)=CC(C)=C4aN3)C(C)=N2)CC1
C23H32Ng M.Wt 392.54

Soluble in DMSO Storage Store at -20°C

For obtaining a higher solubility , please warm the tube at 37 °C and shake it
in the ultrasonic bath for a while.Stock solution can be stored below -20°C for
several months.

Evaluation sample solution : ship with blue ice All other available size: ship

Condition with RT , or blue ice upon request.

Structure Toreforant (JNJ-38518168)

Protocol

Caution: Product has not been fully validated for medical applications. For research use only.
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Animal
experiment:

Mice[1]The ovalbumin mouse asthma model and the collageninduced
arthritis model are conducted. Toreforant is dosed orally in 20%
hydroxypropyl-B-cyclodextrin. In the collagen-induced arthritis model
Toreforant is given orally twice a day starting with the first signs of
disease onset around Day 30 and continued for 14 days. CD-1 mice (5
per group) are dosed with vehicle (20% hydroxypropyl-B-cyclodextrin),
Toreforant or JNJ 28307474, as a positive control, at 50 mg/kg orally, 60
mins prior to the intra-dermal injection of histamine. Bouts of scratching
are recorded over a 20 minute period. In a subsequent experiment mice
are orally dosed with Toreforant (100 mg/kg) at 24, 8, 4 and 1 h prior to
intra-dermal injection of histamine and similarly monitored. The area at
the back of the neck of mice is shaved 24 hours prior to an intra-dermal
injection of 20 pL of 100 pg compound 48/80. Both knockout and wild-
type mice (five mice per group) are dosed with vehicle, Toreforant (50
mg/kg) or JNJ 28307474 (50 mg/kg), orally, 60 mins prior to the
intradermal injection. Bouts of scratching are recorded over a 20 minute
period. Terminal (t=80 min) plasma and brain samples are analyzed for
drug concentration. Male Sprague-Dawley rats are deeply anesthetized
with isoflurane/oxygen inhalational anesthesia [1].
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Background

Toreforant is a potent and selective histamine H4 receptor (H4R) antagonist, with a Ki at
the human receptor of 8.4 nM.

In human polymorphonuclear leukocytes, Toreforant inhibits the histamine-induced
shape change of human eosinophils and produces a rightward shift in the histamine
dose response curves indicating that it is acting as an antagonist of the human H4R in
these primary cells. This is not an equilibrium measurement and therefore the
calculation of a pA2 is complicated. The pA2 can be estimated using the shift seen the
lowest concentration of antagonist. This yields a pA2 of around 7.5 consistent with the
results in the transfected system. This assay can also be performed in whole blood and,
as for the purified cells, Toreforant is able to inhibit the actions of histamine. The IC50
values are 296 nM and 780 nM when 100 nM and 300 nM histamine are used,
respectively[1].

The animals treated with 100 mg/kg toreforant have reduced disease severity scores.
The reduction in scores is similar to JN) 28307474. A model of histamine-induced
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scratching in CD-1 mice (n=5 per group) is used to judge the anti-pruritic effects of
Toreforant. Unlike other H4R antagonists, Toreforant is not efficacious in reducing
histamine-mediated pruritus. After oral administration to rats, Toreforant-derived
radioactivity is widely distributed into tissues; however, it is not quantifiable in
cerebellum, cerebrum, medulla, and spinal cord in either Long Evans or Sprague Dawley
rats, suggesting that drug-derived radioactivity does not cross the blood-brain barrier.
Neuropathic pain models in rats are conducted with Toreforant and an H4R antagonist
that does cross the blood-brain barrier, JN) 39758979. In a rat spinal nerve ligation
model JNJ 39758979 was able to significantly attenuate the mechanical allodynia
induced in the model, however Toreforant has no activity[1].

[1]. Robin L Thurmond, Pharmacology and Clinical Activity of Toreforant, a Histamine H4
Receptor Antagonist. Annals of Pharmacology and Pharmaceutics. 21 Jan, 2017.

Caution: Product has not been fully validated for medical applications. For research use only.
Tel: (909) 407-4943 Fax: (626) 353-8530 E-mail: tech@glpbio.com
Address: 10292 Central Ave. #205, Montclair, CA, USA



https://www.glpbio.cn/
https://www.glpbio.cn/

	Chemical Properties
	Protocol
	Background

