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Product Name: Pimodivir (l)

Cat. No.: CS-6423 ,.\\L

CAS No.: 1629869-44-8 - OH

Molecular Formula: C20H19F2N502 NH

Molecular Weight: 399.39 F F
Target: Influenza Virus ~N

Pathway: Anti-infection ‘ > / N
Solubility: DMSO : 100 mg/mL (250.38 mM; Need ultrasonic) N \ —N

Pimodivir (VX-787) is an orally bioavailable inhibitor of influenza A virus polymerases through interaction with the viral PB2 subunit.
In Vitro: Pimodivir rescues macrophages from virus-mediated death at non-cytotoxic concentrations 24 hpi. The ECsg value for
Pimodivir are 8 and 12 nM for A(H1IN1) and A(H3N2) strains, respectively, whereas the CCsq values are >1 uM, giving selectivity
indexes (SI) > 125 and > 83 for A(HLN1) and A(H3N2) strains, respectively. Pimodivir significantly attenuates the transcription of viral
M1 RNA in macrophages, which are infected with A(HLN1) or A(H3N2) strains for 8 h. Pimodivir inhibits the transcription of viral but
not cellular genes. Pimodivir allows some activation of IAV-mediated expression of several cellular genes, which are involved in
tryptophan and nucleotide metabolism. Pimodivir possesses excellent anti-IAV but not immuno/metabolo-modulating effect[?].
Pimodivir (VX-787) is very potent against influenza A strains, including pandemic 2009 HIN1 and avian H5N1[3!. Pimodivir (VX-787)
shows potent activity against all influenza A virus strains tested, with an ECsg range of 0.13 to 3.2 nM. Pimodivir-selected PB2 variant
viruses maintain susceptibility to neuraminidase inhibitors in vitrol4l. In Vivo: Pimodivir (2, 6, and 20 mg/kg/day, p.0.) and oseltamivir
(20 mg/kg/day) completely prevent death in the HIN1pdm virus infection in mice. Pimodivir (20 mg/kg/day) is more effective than
oseltamivir (20 mg/kg/day) in improving body weight and reducing the severity of lung infection!ll. Moreover, Pimodivir (VX-787)
shows 100% survival in a +48 h delay to treatment mouse influenza model at 10, 3 and 1 mpk (BID x 10 days) whereas the SOC,
oseltamivir, provide no survival benefit in this model at 10 mpk[3]. Pimodivir (VX-787; 1, 3, or 10 mg/kg, bid) provided complete

survival, with a dose-dependent reduction in BW loss of the micel4l.

Cell Assay: Pimodivir is dissolved in DMSO.[2IThe compound cytotoxicity and efficacy testing is performed in 96-well plates with
macrophages at 95% confluence. The compounds are added to the medium, and 30 min later, the cells are infected with virus or non-
infected. The cell viability is analyzed with the Cell Titer Glo assay at 24 hpi. The luminescence is read with a PHERAstar FS plate reader.
Animal Administration: Pimodivir is prepared in 0.5% methylcellulose.lllThe mice are anesthetized by intraperitoneal injection of
ketamine/xylazine (50/5 mg/kg), and the animals are infected intranasally with a 90-pL suspension of influenza virus. The virus
challenge is approximately four 50% mouse lethal infectious doses. Treatments are given twice a day (at 12 h intervals) for 10 days
starting 2 h before virus challenge. Parameters for assessing the infection are survival, mean day of death, body weight changes, and
lung infection parameters (hemorrhage score, weight, and virus titer). Animals are weighed individually every other day through day
21 of the infection. Initially, there are 15 mice per group treated with compound and 25 placebos. Five mice in each group are
subsequently sacrificed for determination of lung infection parameters. A larger number of placebos are used than compound-treated
mice to achieve greater statistical power, especially if some animals in that group survive the infection. One mouse that dies during
the treatment period is presumed to have died from treatment trauma because its death occurs well before other mice die from
influenza. It is excluded from the total counts. Animals that die during infection are accounted for in the tabular data.
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CAIndexNames:
Bicyclo[2.2.2]octane-2-carboxylic acid, 3-[[5-fluoro-2-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-3-yl)-4-pyrimidinylJamino]-, (2S,3S)-

SMILES:
0=C([C@H]1C(CC2)CCC2[C@@H]INC3=NC(C4=CNC5=NC=C(F)C=C54)=NC=C3F)O

Caution: Product has not been fully validated for medical applications. For research use only.
Tel: 732-484-9848  Fax: 888-484-5008 E-mail: sales@ChemScene.com

Address: 1 Deer Park Dr, Suite Q, Monmouth Junction, NJ 08852, USA

Page 2 of 2 www.ChemScene.com



