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Cllp~tln ancj etcjpoelde (Ep-pimen) is superior to 
cyctophbsphamds, epirubtc , and vincrlsbn (CEV-regimen) 
in small cell lung cqi?#: results from a randomized phase III 
trial with 5 years fottow-up 

S. Sundstrem’, R.M. Bremnes2, S. Kaasa’. S. Aamda13. ‘University 
Hospital of Tmndhaim, Dept Onwlw~8 Trondheim, Norway; *University 
Hospital of Tmmsa Dept Oncology, Eoms0, Norway; 3 The Norwegian 
Radium Hospital, Dept Onwl~ Oslo, Norway 

Purpose: To investigate whether chemotherapy with etoposide and cisplatin 
(EP) is superior to cydophosphamide, epitubicin, vincritine (CEV) in the 
treatment of patients with small cell lung cancer (SCLC). 

Methods: 436 eliaible patient were randomized to chemotherapv with EP 
(N=218) or CEV (NL218j. The patients were stratified according-to extent 
of disease [218 limited disease, (LD); 214 extensive disease (ED)]. The EP 
group received 5 courses of etoposide 100 mgIm2 IV and cisplatin 75 mgIm2 
IV on day one, followed by oral etoposide 200 mghn2 daily on day 2-4, The 
CEV g&p received 5 &rses.of epirubicin 50 &/m2, c$loph&phamide 
1000 mg/m2. and vincfistine 2 mg, all IV on day one. In addition, LD patients 
received thoracic radiotherapy concurrent with chemotherapy cycle 3, and 
those achieving complete remission during the treatment period received 
prophylactic cranial irradiation. 

Results: The treatment groups were well balanced with regard to age, 
sender. and oroMyos1/c factors such as weirrht loss, performance status, 
and bi&hemi&l~&&et’s. For all fjatients, the 2- and &year survival in the 
EP arm (14%,an&S%, P=O.O004) were significantly higher as compared to 
the CEV-an (6% and 2%). Am&?g LD p&ents, the median survival time 
was 14.5 months versus 9.7 months in the EP and CEV arm, respectively 
(P=O.OOi). The 2- and 5-year survival of 25% and 10% in the EP arm 
compared to 8% and 3% in the CEV arm (P=0.0001). For ED patients there 
was no significant sutiival difference between the treatment arms. The 
quality of life (QoL) ,assessments revealed no major differences between 
the r@ndomiz& g!‘oups. 

Conclusion: The EP-regimen is superior to the CEV-regimen in LPSCLC 
patients. In ED-SCLC patients, the benefits of EP and CEV chemotherapy 
appear equivalent with similar survival time and QoL. 
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FIR+ - line chemotherapy &I SCLC: a phase Ill study of taxol, 
etoposlde -ate-and.caibopIatin (TEC) versus 
carboplatin, etopoaide phosphate and vincristln (CEV) 

M. Reck’, J. Van Pawe12, H. Macha3, E. Kauke14, K. Deppermann5, 
8. Bonnet6, S. Hessler7, U. Gatzemeier’ ’ Kfankenhaus Gr@zshansdorf. 
Onwlogfi Grosshansdo$ Germany; ‘Askk3pios Klfniken, Oncdogy, 
Gautfng, Germany; 3 LunganMinik Hamer. Onwlw, Hemer, Germany; 
4Ak Harburg, Qncoi~ Hamburg, Germany; 513ristol-Myers Squibb, 
Munchan, Germany 

Introduction: Padiel, Catboplatin and Etoposide has shown great ac- 
tivii combined with a very mode@te toxicity profile in first-line treatment of 
SCLC. We now establiihed a Phase Ill trial to compare efficiacy and toxicity 
of TEC with the standard regimen Carboplatin, Etoposide and Vincristfn 
(CW. 

Methods: From 2/1998 to 1111999 we enrolled 615 chemonaive oatients 
with SCLC. 306 paiients ,(group A) were randomized to receive P&iiel 
175 mg/m2 IV (&I) day 4, Etoposide Phosphate 125 mg/m2 IV day I-3 
and Carboplatin AUC 5 IV day 4.309 patients (group B) were randomized 
to mceive Carbdplatin AUC 5 IV day 1, Etoposide phosphate 159 mg/m2 
IV day 13 and-Vincr’istin 2 mg Ii day i and a. P&en& with Stage 
IV disease received B lower dose of Etoposide Phosphate because of 
safety reasons (group A: 102,2 mg/m2, group 8: 125 mg/m2). Treatment 
courses were repeated every 21 days up to 6 cydes. Eligibility criteria 
included chemonaive SCLC (stage I-IV), an adequate renal, hepatic and 
hematologic function and a performance status according to ECOG O-2. 

Results: Both groups were well balanced with 50% stage I-lllb patients 
and 50% stage IV patients in each group. In group A we observed a 
response rate of 81.8% (CR 19.3%) end In group B a response rate of 
76.3% (CR 16.6%). There was no statistical significant difference between 
the groups. Up d now survival data are no; available but they will be 
presented at the meeting. Hematotogii toxitfes (CTC-grade 3 + 4, % of 
courses) were as follows: TEC: Neuiropenia 45.8%, febrile Neutropenia 
2.9%. Anemia 1.8%; CEV: Neutropenie 47.9%, febrile Neutropenia 4.0%, 
Anemia 5.8%. Following non-hematoiogii toxicities (CTC-grade 3 + 4, % 
of courses occurred: TEC: PNP 0.7%, pain 0.7%, nausea 0.9%; CEV: 
PNP2.2%. pain 1.4%, Nausea 0.7%. 

Conclusion: Both regimens showed high activity in treatment of SCLC 
with a comparable low toxicity profile. Further efficacy datawin be presented 
at the meeting. 
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Cancer-associated mdebuiar alterations in bronchial 
eplthelium of former Chernobyl cleanup workers in 
comparison with smokers and nonsmokers wlthout ionlting 
radiation exposure 

V. Chizhikov’, S. Chikina”, A. Gasparian’, A. Chuchalin*, 
I. Zborovskava’ . A. Tatosvan’ ’ lnstifute of Carcino~nesls. Cancer 
Research C&&r RAMS, ,Mosww, Russia; 2 Institutiof P~i~onof~ 
Moscow, Russia 

Purpose: Earlier it has been shown a considerable link between chronic 
respiratory problems in former Chernobyl cleanup workers (FChCW) and 
persistence of the inhaled radioactive partides in their lungs (Chuchalin 
et al, 1997). Since ionizing radiation is suspected to be a potent lung 
carcinogen, we questioned whether cancer-related molecular abnormalities 
could be detected in their bronchial epithelium. 

Methods: k-ras mutations, p16lNK4a promoter hypermethylation, and 
LOH and Ml involving 14 micmsatelliie markers were investigated in mul- 
tiple successive biopsies obtained from 43 FChCW (36 smokers and 7 
nonsmokers) with evidence of inhaled radioactive dust in their lungs. Con- 
trol group included 21 smokers and 23 nonsmokers who have’never hbd 
radiation exposure. 

Results: 1) LOH and MA at any chromosomal locus, p16lNK4a promoter 
hypermethylatfon, and k-ras mutations. were detected in 60.9% 23.4%, 
15.6%, and 7.8% of the subjects with a history of any carcinogen exposure, 
respectively. No molecular alterations were detected in nonsrriokers who 
have never had radiation, exposure. 2) FChCW exhibited more, frequent 
allelic loss than the control group of smokers in five out of 7 loci inves- 
tigated and the difference between these two groups wae si@icant for 
LOH at 3p14.2 (FHIT). (~~0.05). 3) Frequency of mdecuiar&etations 
corresponded to the severity of histopathologic changes with signmant rise 
occurred at dysplasia stage. In all groups of subjtis LOH at 3p12, 3~21, 
3p2224 (hMLHl), 9p21 (pl6lNK4a) and Ml at anyfo&s were eatfy events 
frequently detected in histologically normal or mildly abnbnnal (hyperlasia 
or metaplasia) eplthelium. Allelic loss at 3p14.2 (FHIT), 3p2!j atid 17~13 
(TP53), p16lNK4a promoter hypermethylation, and k-ras mutations that 
were strongly associated with dysplasia lesions. 4) Frequency df mofecular 
abnormalities was’signtficantly higher in normal or mifdly abnonngl-epithelial 
foci that would subsequently progressed ta dysplasia than inth+e without 
evidence of such pm!+ssion. 5) Comparative RT@CR shoti significant 
concordance between decreased mRNA expression and mblacular alter- 
ations for FHIT, hMLH1 and p16tNK4a genes. 6) Qccun@nce df Ml at any 
locus correlated with both hMHL1 reduced express’km and w-24 allelic 
loss (both p<O.OS). 

Conclusion: FChCW have dltinct spectrum of molecular alterations in 
their bronchial epithelium. Similar to smokers they are at high risk of lung 
cancer. 
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Single-agent versus combiiion +em@herapy @ Bdvanced 
non-small cell:tung cancer (NSCLG): A ~A~GW@r$@nlzed 
trial of eMcacy, quality of life, and cost-effectlve8Ws 

R. Lilenbaum, J. Hemdon, M. List, C. Desch, D. Watson, J. Holland, 
J. Weeks, M. Green. Cancer and Leukemia Group 0, Chicago,,/L, USA 

Combination chemotherapy is considered the standard of .&e for pa- 
tients with advanced NSCLC and good monnance status. However, data 
from selected randomized trials and meta-anaiyses do not conclusively 
demonstrate that, desptte higher response rates, combination rwimens 
produce superior survi& compared to optimal single-agent fhera&. For 
example, phase :I1 studies of paditaxel (P) In advanced NSCLC showed 
1 year su&ival rates of approximately 40%. clearly cornpar&@ to the newer 
platinum-based combination regimens. Furthermore, data’& the impact of 
combination versus single-agent therapy on qualfty of liie (QoL) and eco- 
nomic resources,ate conspk~ously lacking. Therefore, CALGB pmfonned 
a phase Ill randomized trial of carboplatin (C) and P (Cp) vg. P atone fn 
oatfents fotd) with staqe IIIB (mabmt pleural effusion) and IV NSCLC to 
c0mpare‘&ival, Qol, anc&&ectiv&es. Eligible& were required to 
have measurable of eva)uable disease, PS O-2, r-m brain metastases, and 
adequate organ function. Pts were strati&d by stage (IIIB vs: IV VS. recur- 
rent), PS (O-i vs: 2). and age (~70~s. ~70). Treatment arms consisted of P 
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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. 


