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Description

Lumicitabine (ALS-008176) is an inhibitor of the respiratory syncytial virus (RSV) polymerase.

In Vitro

Lumicitabine is an orally bioavailable prodrug of the novel RSV replication inhibitor ALS-008112, a cytidine

nucleoside analogue[1].

In Vivo

Lumicitabine demonstrates excellent anti-RSV efficacy and safety in a phase 2 clinical RSV challenge
study. It exhibits good oral bioavailability and a high level of 2¢c-TP in vivo. Lumicitabine has excellent
stability profiles in formulations (>24 h storage stability in 0.5% methylcellulose aqueous formulation at rt)
and simulats gastric and intestinal fluids (half-life >2 h). Its solubility is adequate to support oral
administration in solutions with relatively low percentage of organic solvent and in agueous suspensions.
High levels of NMP and NTP are obtained following oral administration of Lumicitabine to monkeysl?. In an

adult human challenge study, Lumicitabine has shown efficacy against RSV infectionl'l.

Solvent&Solubility

In Vitro:
DMSO : 2 50 mg/mL (115.24 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 2.3049 mL 11.5245 mL 23.0489 mL

Stock Solutions 5 mM 0.4610 mL 2.3049 mL 4.6098 mL

10 mM 0.2305 mL 1.1524 mL 2.3049 mL
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VIR IR ]: 10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

Solubility: =2.5 mg/mL (5.76 mM); Clear solution

HeJT AR 2 2.5 mg/mL (5.76 mM,  TRLATEEAR AT TSR

PL 1 mL TAER A, B 100 L 25.0 mg/mL (%34 DMSO fig % hE| 400 uL PEG300 1, 45k
[ FR R RPN 50 uL Tween-80, VRAIS); SRIE4RSIIN 450 pL A3 /K EAE 1 mL.

25 KPS IR 5. 10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: = 2.5 mg/mL (5.76 mM); Clear solution

M7 RFFRASG 2 2.5 mg/mL (5.76 mM, TERTEERE) ISR
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LL1mL TAERAH, B 100 uL 25.0 mg/mL ({1754 DMSO 4% iihn%] 900 uL 20% (¥ SBE-B-CD ‘&
HER AR, IRAEHE.

A KIF IR IR R]: 10% DMSO - —90% corn oil

Solubility: = 2.5 mg/mL (5.76 mM); Clear solution

BET7RTERAT 2 2.5 mg/mL (5.76 mM, YERIREAREN) MR, BT RANE F T SRR T EE A B R
s,

L1 mL TAER 6], B 100 pL 25.0 mg/mL [3#5% DMSO f§ &% 900 L Fkieh, REe#4.
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Rats: Lumicitabine are formulated as solutions in PEG400-based vehicles. Pharmacokinetic studies
are conducted at 5 mg/kg and for oral PK studies the prodrugs are administered at 5 mg/kg parent
nucleoside equivalent doses. Blood samples are typically collected at various time points up to 24 h
Animal Administration | post dose for rat[2].

Monkeys: Lumicitabine are formulated as solutions in PEG400-based vehicles. Pharmacokinetic
studies are conducted at 5 mg/kg and for oral PK studies the prodrugs are administered at 5 mg/kg
parent nucleoside equivalent doses. Blood samples are typically collected at various time points up

to 12 h post dose for Monkeys[2].
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