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Losmapimod is a selective, potent, and orally active p38 MAPK inhibitor with pKis of 8.1 and 7.6 for p38a

Description
and p38, respectively.
IC50 & Target pKi: 8.1 (p38a), 7.6 (p38B)
In the spontaneously hypertensive stroke-prone rat (SHR-SP), chronic treatment with GSK-AHAB
In Vivo significantly and dose-dependently improves survival, endothelial-dependent and -independent vascular

relaxation, and indices of renal function, and it attenuates dyslipidemia, hypertension, cardiac remodeling,

plasma renin activity (PRA), aldosterone, and interleukin-13 (IL-183)[1].

Solvent&Solubility

In Vitro:
DMSO : 2 58 mg/mL (151.25 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 2.6078 mL 13.0392 mL 26.0783 mL
Stock Solutions 5mM 0.5216 mL 2.6078 mL 5.2157 mL
10 mM 0.2608 mL 1.3039 mL 2.6078 mL
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VISR I IR ): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 0.77 mg/mL (2.01 mM); Clear solution

M7 RAFRAG 2 0.77 mg/mL (2.01 mM, EFIE AR AN VB TE T

LL1mL TR, B 100 pL 7.7 mg/mL [fI9%5% DMSO 4] 400 L PEG300 1, R&H51;
[ ER R RPN 50 uL Tween-80, VRAIS);: SRE4RSININ 450 uL A3 /K EA S 1 mL.

2R IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 0.77 mg/mL (2.01 mM); Clear solution

M7 RAFRASG 2 0.77 mg/mL (2.01 mM, EFIEE AR AN VB TE T

BL 1 mL TAEMC9%], B 100 uL 7.7 mg/mL (334 DMSO fi% &N 900 uL 20% [ SBE-B-CD /L3
KR, REHA.
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AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 0.77 mg/mL (2.01 mM); Clear solution

I A4S 2 0.77 mg/mL (2.01 mM, HATEZR AN VIR, o7 SANE T s i e AN A BLE
S8 .

L1 mL TAEMCAE], B 100 pL 7.7 mg/mL 3% DMSO &S] 900 pL FKild, RA5.
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ERBS%:

Animal Administration

Male SHR-SPs (n=70) are randomly assigned according to body weight into five groups (n=14 per
group): normal diet controls (ND), high salt-fat diet controls (SFD), SFD + GSK-AHAB (1.2
mg/kg/day), and SFD + GSK-AHAB (12 mg/kg/day) and SFD + MK 966 (18 mg/kg/day). All drugs
are administered in the diet by mixing with the SFD. A subgroup of animals from each group (n=6
per group) are anesthetized and surgically instrumented with radiotelemetry units for the conscious
measurement of mean arterial blood pressure and heart rate. These animals are allowed to recover

for at least 7 days before the start of the study. [1]

References

[1]. Willette RN, et al. Differential effects of p38 mitogen-activated protein kinase and
cyclooxygenase 2 inhibitors in a model of cardiovascular disease. J Pharmacol Exp Ther. 2009
Sep;330(3):964-70.

[2]. Zhang XM, et al. Suppression of mitochondrial fission in experimental cerebral ischemia: The

potential neuroprotective target of p38 MAPK inhibition. Neurochem Int. 2015 Nov;90:1-8.

IR AR AT IR A )




