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Abstract 

PURPOS E: To eva luate the eff ic acy and safety of the mul ti targeted anti folata LY231 514 (MTA) in patients rec ei v ing ini tial chem otherapy for unresec table, 

adv anced non-small -cell lung cancer (NSCLC). 

PATIENTS AND METHODS: Patients with measurable, advanced NSCLC vtho had not recei ved previous chemotherapy for advanced disease w ere 

considered for thi s study. Eligible pat ients who gave 'Mitten inf ormed consent ini1ially received MTA 600 mglm (2) intravenous ly (IV ) for 10 minutes every 3 

weeks. After th ree patients recei ved treatment at this dose, the dos e was reduced to 500 mglm(2) IV at the same infus ion time and frequency because of 

tox icity seen in this study and another Canadian MTA trial in co lorecta l cancer. Patients recei ved up to four cy cles after complete or partial remission or six 

cyc les after stable cis ease w as documented 

RESULTS: Th irty -i hree patien.ts were acc rued onto the st udy Al l were asses sable for toxicity , and 30 pat ients w ere a.sses sable for response. A ll but one 

pat ient had an Eas tern Cooperat ive Oncology Group performance status score of 0 or 1, 16 patients {55%) had adenocarcinoma, and ni ne pat ients (27% ) had 

squamous cell carcinoma. Tw enty -f ive patients (76%) had stage IV disease, and t he remain der had st age I li B disease at trial entry . Seven patients 

experienced a confirmed partial response and no com plete responses were seen: thus . the overall response rate was 23.3% (95% confi dence int erv al , 9.9% 

to 42 . 3%~ The media n duration of response was 3. 1 months (ran ge. 2. 3 to 13.5 m onths ) aft er a median foll ow-up period of 7.9 months. Four (67% ) of six 

pat ient s with stage I liB disease and three (12.5%) of 24 wi th stage IV disease responded to treat ment. Four patient s {13.3%) ex perienced febrile neutropenia 

and 13 (39%.) eKperienced gra de 3 or 4 neutropenia, whereas only one patient (3%) developed gra de 4 thrombocy topenia. Nonhematologic toxicity was 

generally mild or moderat e, but 39% of patients developed a gra de 3 skin rash. Most other tox icit ies compri sed grade 1 or 2 .slomal itis , diarrhea, lethargy. and 

anorexia. Ten patients stopped protocol therapy because of tox icity _ 

CONCLUSION: MTA seems to hav e clinicall y meaningful activity as a single agent against advanced NSCLC. Tox icity is generally mil d and tolerable. Further 

study of t his agent in combinat ion with cis plat in and other active drugs is warranted in this disease 
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