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Description

Sitaxsentan sodium (IPI 1040 sodium; TBC11251 sodium) is an orally active, highly selective antagonist of

endothelin A receptors.

In Vitro

Sitaxsentan and Bosentan attenuate NTCP transport at higher concentrations, and inhibit human hepatic
transporters, which provides a potential mechanism for the increased hepatotoxicity observed for these
agents in the clinical setting. Only sitaxsentan decreased OATP transport (52%)[1]. Sitaxsentan and
sitaxsentan combined with sildenafil completely prevent the increased expressions of endothelin-1 and of
the ETB receptor. Sitaxsentan alone partially restores the expressions of BMPR-1A and BMPR-2. The
combination of sildenafil and sitaxsentan further restores the expressions of BMPR-1A and BMPR-2, which

remaines, however, decreased compared with controls[3].

In Vivo

Sitaxsentan (5 mg/kg infused iv 10 min prior to onset of hypoxia) completely blocks hypoxia-induced
vasoconstriction and this group does not differ from air controls. Oral administration of sitaxsentan,
significantly attenuates the increase in MPAP, while the administration of sitaxsentan to rats exposed to
normal oxygen levels is without effect on MPAP[2]. Sitaxsentan alone limits shunt-induced increase in MT.
Sitaxsentan combined with sildenafil more effectively prevents this remodeling, which, however, tends to

remain increased compared with controls[3].

Solvent&Solubility

In Vitro:

DMSO : 100 mg/mL (209.69 mM; Need ultrasonic)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 2.0969 mL 10.4846 mL 20.9692 mL
Stock Solutions 5mM 0.4194 mL 2.0969 mL 4.1938 mL
10 mM 0.2097 mL 1.0485 mL 2.0969 mL

TR S ZEAS TRV o AV R B s B S B VA RIS 2 — BRSO, WS 0S8 07, ke
52 VR R B S R

it AR I A7 757 AR -80°C, 6 months; -20°C, 1 month. -80°C fi4#I, i&7E 6 AN A, -20°C
ik feht, EAE 1 A N

In Vivo:
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1 AE K IINAEFIER: 10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (5.24 mM); Clear solution
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205 I MR R: 10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: = 2.5 mg/mL (5.24 mM); Clear solution
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After an initial 2-week period of hypoxic exposure (10% O) sitaxsentan (15 or 30 mg/kg body weight
Animal Administration | P¢" day in the drinking water) is administered for 4 weeks during continuous exposure to hypoxia. At
the conclusion of the 4 week period of hypoxia, femoral and pulmonary arterial cannulation and

measurement of MPAP, MSAP, and HR are performed. [2]
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