
Product Name : Letermovir
Catalog Number : T5396
CAS Number : 917389-32-3
Molecular Formula : C29H28F4N4O4
Molecular Weight : 572.55

Description: Letermovir (AIC246) is a novel anti-CMV compound (EC50: about 5 nM in fibroblast cells). It targets the pUL56
subunit of the viral terminase complex.

Storage: 2 years -80°C in solvent; 3 years -20°C powder;

Solubility

DMSO 70 mg/mL (122.26 mM)

Ethanol 2 mg/mL

( < 1 mg/ml refers to the product slightly soluble or insoluble )

Receptor (IC50) HCMV ~5 nM (in fibroblast cells)

In vitro Activity
The inhibitory potency of AIC246 surpasses ganciclovir (GCV) by more than 400-fold with respect to EC50s (mean, ~4.5 nM
versus ~2 μM) and by more than 2,000-fold with respect to EC90 values (mean, ~6.1 nM versus ~14.5 μM). NHDF monolayers
showed no microscopically apparent cytotoxic effects at AIC246 concentrations of <33 μM when observed during antiviral
assays [1]. AIC246 is remarkably specific for human cytomegaloviruses since no significant activity was noted against any other
herpesvirus tested. The EC50s obtained for RCMV and MCMC indicated that no (RCMV) or only a very low-level (MCMV, 4.51
μM) AIC246 sensitivity could be detected even for rodent cytomegaloviruses [2].

In vivo Activity
AIC246 treatment led to a dose-dependent reduction of the HCMV titer in transplanted cells compared to that of the placebo-
treated control group using the mouse xenograft model. Statistical analysis revealed significant antiviral effects for the 10-, 30-,
and 100-mg/kg/day treatment groups of AIC246 as well as for the 100-mg/kg/day VGCV control group [1]. The incidence of
prophylaxis failure with letermovir, as compared with placebo, was 48% versus 64% at a daily letermovir dose of 60 mg, 32% at
a dose of 120 mg, and 29% at a dose of 240 mg. Kaplan-Meier time-to-onset profiles for prophylaxis failure showed a
significant difference in the comparison of letermovir at a dose of 240 mg per day with placebo [3].

Cell Assay
Briefly, 96-well microtiter plates were seeded with 1.5 × 10^4 cells/well and incubated overnight. Drugs were added to the wells
in 3-fold serial dilutions starting from 0.33 mM (the DMSO concentration was kept constant at 0.66% throughout the whole plate).
After a 7-day incubation period, alamarBlue solution was added to each well and the fluorescence signal was measured using a
SpectraFluor Plus fluorescence reader. The relative fluorescence units of treated wells were expressed as percentages of
untreated cell control wells and plotted against the logarithm of drug concentrations. Drug concentrations reducing cell viability by
50% (CC50s) were determined from dose-response curves. The assays were performed at least three times with duplicate
samples. CC50 values were used to calculate the selectivity index (SI = CC50/EC50) for individual substances [1].
Cell line:

Animal Experiment
Animal Model:
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FOR RESEARCH PURPOSES ONLY. NOT FOR DIAGNOSTIC OR THERAPEUTIC USE.
Information for product storage and handling is indicated on the product datasheet. Targetmol products are stable for long term
under the recommended storage conditions. Our products may be shipped under different conditions as many of them are
stable in the short-term at higher or even room temperatures. We ensure that the product is shipped under conditions that will
maintain the quality of the reagents. Upon receipt of the product, please follow the storage recommendations on the product data
sheet.
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