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at a dose of 225 mg/m2 administered over 3 hours, of the same P combined 
with C at an AlJC of 6, both administered on day 1 and repeated every 3 
weeks to a maximum of 6 cycles. QoL was assessed by the EORTC C-30 
and EORTC Lung Module questionnaires. in addltion to utility assessment 
forms. A total of 584 pts were accrued from IO/97 to 12/00. Median age 64, 
M/F: 399/186, PS O-1/2: 485/99. Toxicities (Gr 3/4) included: 

ANC 

P [N = 267 (%) CP [N = 263](%) 

32 62 
PLT 
HGE 
Febrile neutmpenia 

gpnsa 
Pen’pheral neuropathy 
At least one grade 3/4 toxicity 
Toxic death 

1 11 
3 13 
5 a 

3 7 6 6 
12 13 
70 90 
<l <l 

Response and survival data will be mature as of September 2001 and 
will be available for an original presentation at the time of the meeting. 
Preliminary QoL data will also be presented. 
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Cispiatin and gemcttabine combined with herceptin in 
patients (pt) with her2 overexpressing, untreated, advanced, 
non-small-ceil lung cancer (NSCLC): a phase Ii trial 

R. Zinner, B. Glisson, K. Pisters, F. Khuri, Y. Oh, J. Ro, N. Ordonez, 
A. El-Naggar, H. Tran, R. Herbst. University of Taxas. M.D. Anderson 
Cancer Center. Houston, TX, USA 

Herceptin has been shown to be synergistic with cisplatin and gemc- 
itabine in NSCLC with HER2 overexpressing. We studied Herceptin plus 
gemcitabine/cisplatin in HER2 overexpressing advanced NSCLC pts. El- 
iaibilltv was, zubrod ~2, chemonaive staae IIIB/lV, eiection fraction (EFI 
;40%, >l+HERP by immunohistochemis& (IHC) (DAKO, HemepTe‘stej 
or >15ndml serum HER2 shed antigen by (ELISA) (Oncogene Science@). 
Treatment was Herceptin Img/kg/wklV, gemcitabine 125Omg/m2 IV dlld8, 
cisplatin 75mg/m2 IV dl every dweeks x 6 followed by maintenance Her- 
ceptfn PmIkgfwk IV until progression. 76 pts had both IHC and ELISA. 
By ELISA, X3176(17%) pts >15ng/ml of whom s/13(48%) had IHC sl+. 
By IHC, 18/76(24%) pts >l+ of whom 6/18(33%) had ELISA >15ng/ml. 
Pharmacokinetics on 7 pts showed no differences in clearance (paired 
t-test) of gemcltabine when given with cisplatin versus this studys inter- 
nal control: cisplatin/l-lerceptin. At present, 12/14(86%) pts are evaluable 
for response. Median age 60 (range 46-69) gender, 8 females/4 males. 
No pts had EF decrease by >lO% or below 440%. Grade 3 toxicities: 
neutropenia 6/12(50%), thrombocytopenia 5/12(42%), anemia 2/12(17%), 
fatigue 2/12(170/o), nausea l/12(8%). Grade 4: netrtropenia 4/12(33%). 
During maintenance, there was no toxicity zgrade I. Responses are as 
follows: partial response 6/12(50%). stable disease 5/12(42%), progression 
l/12(8%). There are 4/12(33%) pts still receiving chemotherapyil-lerceptin. 
Maintenance was begun on 7/12(58%) and durations were 8-50+ weeks. 
We conclude that this regimen is well tolerated and response rates are 
encouraging. Herceptin does not aker gemcitabine clearance. Elevated ex- 
pression by HER2 IHC is associated with increased serum antigen titers. 
Since maintenance Herceptin causes minimal toxicity with prolonged treat- 
ment, time to progression and survival will be critical endpoints. 
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An EORTC randomized phase iii trlai of three chemotherapy 
regimens in advanced non-small ceil lung cancer 

E.F. Smit’, J.P. van Meerbaeck*, P. Lianes3, F. Schrame14, G. Lenzs. 
’ VUMC, Pulmonary Diseases, Amsterdam, The Netherlands; ‘University 
of Rotterdam, Pulmonary Diseases, Rotterdam, The Netherlands: 
3 Universitv HOSDiW Department of Medical Oncolow Madrid. Spain: 
4AntoniuseHos&taf, .Debrtment of Pulmonary Dise&s, Nie&&ein,’ The 
Netherlands; 6EORTC Data Centre, Brussels, Be@umEORTC Lung 
Cancer Group, Brussels. Belgium 

EORTC 08975 was designed to compare the standard arm cisplatin 
(P)-paclitaxel (T) (T 175 mg/m2/3h dl + P 60 mg/m2 dl) with cisplatin- 
gemcitabine (G) (G 1260 mg/m2 d I, 8 + P 80 mg/rn2 dl) and the non- 
cisplatin-based regimen of T 176/mg/m2/3 hrs dl + G 1260 mg/nQ dl, 8. 
All 3 schedules were repeated every 21 days. Eligible patients (pts) were 
required to have measurable disease; PS = O-2; and Stage IIIB (malig- 

nant pleural effusion and/or supraclavicular nodes) or Stage IV. 480 pts 
were randomized between 8i98 and 7/00 (T+P 159; G+P 180; T+G 161; 
PSO=27%; PSl=61%; PS2=12%; lllB=21%, IV=79%; squamous cell=24%, 
adenc=41%; undiff=31%; other 4%). In general, the 3 regimens were well 
tolerated. Gr 4 thrombocytopenia was more common with G+P (table). 

Worst toxicities (NCIC) (in evaluated pts) T+P G+P Tffi 

Gr4 ANC 96 6.6 10.6 6.1 
Gr 4 thrombocytopenia % 0.6 11.3 1.9 
Gr 3 nausea I 6.3 9.4 3.1 
Gr 3 vomiting % 5.0 6.1 3.1 
Gr 3 neumtoxicity sensory 56 2.5 0.6 0.0 
Gr 3 febrile neutmpenla % 1.9 2.5 1.2 
Worst 4-5 % gr 7.5 6.6 6.1 
N of toxic deaths 2 0 4 

Severe nausetiomiting were least common in arm T+G and sensory 
neuropathy in arm T+P. At the time of the 04/00 analysis, 354 of the 
369 deaths needed for tinal analysis have occurred. The response rate 
& survival results of the individual arms will be available for presentation 
October 2001. 
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Docetaxei + Cispiatin (DC) and Docetaxei + Carboplatin 
(DCb) vs Vinoreibine + Cispiatin (VC) in chemotherapy-naive 
patients with advanced and metastatic non-small cell lung 
cancer (NSCLC): Results of a multicenter, randomized phase 
Iii study 

F. Fossella. University of Pittsburgh, Scfwol of Medicine, 7 Main Montefiore 
University Hospital, Pittsburgh, PA 15213, USA 

Purpose: To compare the safety and efficacy of DC or DCb with the 
‘reference’ regimen VC in chemotherapy-nalive patients with unresectable 
locally advanced and/or recurrent (Stage IIIB) or metastatic (Stage IV) 
NSCLC. 

Methods: This open-label, parallel-group, randomized study enrolled 
1220 patients from 140 sites in 29 countries. Patients received: DC (D 75 
mg/d 1 h iv followed by C 75 mg/ti iv q3wk); DCb (D 75 mg/ti 1 h iv 
followed by Cb AUC = 6 q3wk); or VC (V 25 mg/rn?wk and C 100 mg/ms 
iv q4wk). 67% of the patients were metastatic and 96% had KPS z 80. 

ResuleS: Overall survival was significantly better with DC vsiC (p = 
0.0469). Survival rates with DC and VC were 47% and 42% at 1 year, and 
21% and 14% (p = 0.036) at 2 years. Median survival was 10.9 mouths 
with DC vs IO months with VC. Overall survival with DCb was non-inferior 
to VC (hazard ratio = 1.046; 95% Cl, 0.891-1.227): Survival rates with 
DCb and VC were 38% and 42% at 1 year, and 16% and 14% at 2 years. 
The median with DCb was 9.1 months vs 18.0 months with VC. More 
patients in the VC arm experiencered Grade 3/4 anemia (24%) compared 
with the DC (7%) or DCb (10%) arms (p < 0.01). There was no significant 
difference in the number of patients in any arm who experienced Grade 
3/4 neutropenia, thrombocytopenia, infection or febrile neutropenia. Use 
of prophylactic antibiotics or G-CSF’ was similar in all’ans. More patients 
in the VC arm experienced Grade 3/4 nausea (16%) ‘and vomiting (16%) 
compared with the DC (10% and 8%) or DCb (6% and 5%) arms (p < 
0.01). 

Conclusion: This is the first Phase Ill study showing an overall survival 
advantage for a docetaxel + cisplatin regimen compared with a standard 
doublet in the first-line treatment of advanced NSCLC. Docetaxel + plat- 
inum regimens were associated with significantly less Grade 3/4 nausea, 
vomiting and anemia compared with VC. These results indicate that doc- 
etaxel + platinum combinations are safe and effective first-line options in 
NSCLC. 


