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Body: Rationale: Avastin is used by systemic delivery only in lung cancer treatment, although the potential
AT administration exists. AT of Avastin may increase drug concentration in the tumor and so augment the
drug efficacy. Objectives: to evaluate the effect of Avastin AT using mouse models of human (H1299)
NSCLC. Methods: An animal model of advanced disseminated NSCLC by orthotopically inoculation of
cultivated human NSCLC cells into animal-lung was developed in our lab. AT was performed 5 times a
week from day 5 to day 21 after inoculation using a jet nebulizer and a cage specially constructed for the
inhalations. The dosages used were 0.05 mg/kg and 0.005 mg/kg of Avastin. The effect of nebulization on
Avastin was assessed in terms of in vitro inhibition of tumor cell growth (XTT assay). In vitro growth of
H1299 cells was mildly inhibited by AT Avastin (10-20%). Results: 40% reduction of lung/tumor weight and
50% inhibition of regional metastases was seen with Avastin AT. It was well tolerated by the animals without
any gross pathological or histological changes in the heart, kidney, liver or spleen. Histological examination
of the lungs showed congestion and hemorrhage in the 0.05 mg/kg treated animal, but only minimal findings
were seen in the 0.005 mg/kg treated group. Hematological and blood biochemical examination were
normal in the treated mice. Conclusions: we demonstrated efficacy of Avastin aerosol treatment in animal
model of NSCLC with minimal side effects. The study opens a new therapeutic approach by aerosolizing
Avastin to treat patients with advanced disseminated lung cancer.
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