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Results after external radiotherapy in small cell lung cancer 

U. Prettenhofer, R. Mayer, H. Stranzl, P. Willfurth, A. Hackl. Department of 
Radiotherapy, University Hospital of Graz, Auenbruggerpl32, Austria 

Purpose: A better clinical response has been achieved in patients with small 
cell lung cancer (SCLC) after combined chemotherapy and radiotherapy. In 
this study 171 patients were retrospectively analysed to evaluate the most 
effective and tolerated dose schedule for radiation of SCLC. 

Methods: Between May 1984 and January 1998, 137 male and 34 
female patients (median age 60.5 years, range 35-82) with SCLC were 
treated at our institution. 71 patients presented with limited disease (LD) 
and 100 patients with extensive disease (ED), 154 patients had received 
chemotherapy (mostly platin based) prior to radiation. The dose schedules 
were as follows: Group A (n = 43, superior vena cava syndrome) 30 Gyi3 
Gy in 2 weeks, Group B (n = 86) 42.56 Gy12.66.G~ in about 3 weeks and 
group C (n = 42) 5&60 Gy/2 Gy in 5-6 weeks. 

Results: The median survival for LD and ED was 13.6 and 8.7 months, 
respectively. There was a significant difference in median survival between 
group A and group B and C. respectively. There was neither a significant 
difference in survival nor in toxicity between group B (RT: 3 weeks) and 
group C (RI 5-6 weeks). 

Conclusion: Considering that survival is poor in SCLC a tolerable dose 
schedule with higher single fraction and therefore shorter treatment time 
may be a benefit to patients life quality. 
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Carboplatinhrinorelbine is active and well tolerated in 
untreated locally advanced and metastatic non-small cell 
lung cancer (NSCLC) - Preliminary results 

L. Horvath’, M. Bayer’, S. Clarke’, P. Beale’, J. Beith’ , K. Cox’ , 
C. Underhil12, J. Bishop’. ‘Sydney Cancer Centre, Medical Oncology, 
Sydney; 2Albury/Wodonga Specialist Centre, Oncology A/bury, Australia 

Purpose: To determine the response rate, survival and toxicity of car- 
boplatin/vinorelbine combination chemotherapy in unresectable locally ad- 
vanced and metastatic non-small cell lung cancer (NSCLC). 

Methods: Between 4/97 and 2/99, 25 chemo-naive patients (19 M. 6 F, 
mean age 61) received treatment with carboplatin AUC 5-6 on day 1, and 
vinorelbine 25 mg/m’ on days 1, 8 and 15. Treatment was given every 28 
days for 6 cycles unless progressive disease occurred. Nineteen patients 
had Stage IV disease, and six had Stage 1118. One patient had ECOG PS 
2; the remainder were PS 0 or 1. Eight patients had previously received 
radiotherapy (2 whole brain, 5 thoracic. 1 spinal). 

Results: Eighteen patients were fully assessable with seven objective 
partial responses (7/18, 39%) or an overall objective response rate of 7/25 
(28%; 95% Cl 12-49%). Median duration of response was 7 months (range 
4.5-13 months). Median time to progression was 2 months. Median survival 
was 4.5 months (95% Cl 3-7 months). The median number of cycles com- 
pleted was 2 (range l-6). Day 15 vinorelbine was administered in 16% of 
cycles. Only two patients required dose reduction. Overall the treatment was 
well tolerated even in elderly patients. The main toxicity was myelosuppres- 
sion. Twelve patients (48%) had WHO grade III/IV neutropenia, however, 
there were only three episodes of febrile neutropenia. Five patients re- 
quired blood transfusion, one developed grade Ill thrombocytopenia. and 
one developed a rash. One patient stopped treatment because of grade 
IV autonomic neuropathy. No patient had significant nausea and vomiting. 
There were no treatment-related deaths. 

Conclusion: This study is ongoing. These preliminary results indicate 
that the combination of carboplatin/vinorelbine has a similar response rate to 
standard cisplatin/vinorelbine (26%-30%; Wozniak et al, 1998, Le Chevalier 
et al, 1994) in unresectable NSCLC. However, it is better tolerated, avoiding 
the emesis of cisplatin. This regimen requires further evaluation as a more 
convenient and less toxic alternative to cisplatin/vinorelbine. 
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High-dose gemcitabine (HDG) in non-small cell lung cancer 
(NSCLC) 

J. Munarriz, I. Busquier, A. L6pez, R. De Las Petis, R. Llorente, A. Frau. 
Hospital Provincial Caste/k%, Spain 

Purpose: GEM is a few toxic cytostatic agent with known activity in NSCLC. 
We treated 28 pts. with GEM 2.000 mgrs/m2 days 1. 8, 15 each 4 weeks. 
The reasons for no treating these patients with cisplatin-containing regimens 

were age, concomitant pathology with poor performance status including 
cardiopahty and neumopathy and empyema (1 case) 

Methods: From September 1997 to February 1999 we treated 28 pts. 
with this schema. They were 24 males and 4 females. The median age was 
68 years (range: 34-76). The histology was adenocarcinoma (14 cases), 
squamous cell carcinoma (12) and large-cell undifferentiated carcinoma 
(2). The TNM stage were Ill-A in 6 cases, IIIB (5), IV (13) with bone 
metastases in 6 cases, hepatic in 3, lung in 3 and 1 CNS metastases. In 
2 cases they were locorregional recurrence after prior treatment (including 
chemo, RT, surgery or combination of all three), and in 2 cases the pts. had 
locorregional and metastatic disease. The PS of our pts. were ECOG-0 (1 
case), 1 (12). 2 (12) and 3 (3). 

Results: We administered 86 courses (from 1 to 7, with a median of 3). 
The toxicity according with OMS scales 3-4 were present in 15 courses 
(15/86 = 17%, Cl 95% 9-25). The toxicity consist in neytropenia (6/86 
= 7%, Cl 95% 3-15), thrombopenia (l/86), asthenia (2/86). In 2 cases 
we had to discontinue our treatment because of ACVA (in all 2 cases 
the patient had previous ACVA). One patient died with abdominal sepsis 
without neutropenia. Twenty-three (23) pts. were evaluable for response. 
We obtained 5 (5/23 = 22%, Cl 95% 8-44) objective responses (OR) (1 CR 
and 4 PR) and 10 stable disease (obtaining clinical benefit with decrease 
in PS in 3 of these 10 cases). Eight pts. progressed with therapy. All 5 pts. 
with OR did not have extrathroracic disease. We have not responses in 
metastatic disease. 

Conclusions: Gemcitabine is a well tolerated agent with a moderate 
activity. The activity in this setting seems to be not better than with lower 
doses. 
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Combination chemotherapy with carboplatin (CBDCA), 
docetaxel (DOC) and gemcitabine (GEM) in advanced 
non-small cell lung cancer (NSCLC). A phase II study 

D. Pectasides, A. Aspropotamitis, A. Halikia. A. Visvikis. F. Antoniou, 
A. Kalantaridou, S. Batzios, N. Karvounis, A. Athanassiou. 1st Dept. of 
Medical Oncology Metaxa’s Memorial Cancer Hospital, Piraeus, Greece 

Purpose: This study was conducted to evaluate the efficacy and toxicity of 
the combination of CBDCA. DOC and GEM in advanced NSCLC. 

Methods: Forty-five chemotherapy (CT) - na’ive patients (pts) with 
NSCLC were treated on an out-patient basis with CBDCA AUC 5 I.V. 
and GEM 800 mg/m2 on day 1 and DOC 75 mg/m* I.V. with standard oral 
steroids premeditation and GEM 800 rns/rn’ I.V. on day 8. G-CSF was 
given prophylactically from days 3-6 and 10-16. CT was repeated every 4 
weeks. Patient’s median age was 58 y and the ECOG PS 0 in 16 pts, 1 in 
17 and 2 in 12. Nine (20%) pts had stage lllb disease and 36 (80%) stage 
IV. The histology was mainly squamous cell carcinoma (51.2%) of poorly 
differentiated (37.8%). 

Results: A CR was achieved in 4 (9.75%) pts and a PR in 17 (41.6%) 
with an ORR of 51.2%; SD and PD were observed in 7 (17.03%) and 13 
(31.7%) pts, respectively. The median duration of response was 7.6 mos 
and the median TTP 8.1 mos. The median survival (S) was 13.5 mos and the 
actuarial 1 -year S 46.34%. G3/4 anemia and thrombocytopenia occurred 
in 17.7% and 28.8% of pts, respectively. G314 neutropenia occurred in 21 
(46.6%) pts and 6 (13.3%) of these were complicated with fever. Alopecia 
was universal. G3 diarrhea occurred in 4 (8.8%) pts, G3/4 neurotoxicity in 
10 (22.2%) and G2/3 allergic reactions in 3 (6.6%). There were no treatment 
related deaths. Six (13.2%) pts required a dose reduction and 2 of these 2 
dose reductions. 

Conclusion: The combination of CBDCA, DOC and GEM is an active 
regimen in advanced NSLCLC with moderate toxicity, 

1049 PUBLICATION 

A phase l-11 study with carboplatin (C) and weekly paclltaxel 
(P) in advanced NSCLC 

A.‘, M. Barduagni’, S. De Marco’, F. De Marinisz, E. Cortesi3, 
C.M. Fogg?, E. Chiapparino3, R. Garer?, A.L. Venturolis, F. Cognetti’. 
‘Regina Elena Cancer Institute, First Division of Medical Oncology, Rome; 
’ forlanini Hospital, fneumology Division, Rome; 3 University ‘La 
Sapienza’, Oncology Service, Rome; 4 ‘San Fi/ippo Neri’ Hospital, 
Oncology Division, Rome; 5Bristol-Myers Squibb, Rome, ltaly 

The association of C and P is a well tolerated outpatient regimen with a 
remarkable activity in inoperable NSCLC. In order to increase dose-intensity 
of this combination, a trial with a fixed dose of C AUC = 6 (d 1, 28) and 
escalating doses of weekly P as 1 hour infusion (d 1, 8. 15, 28) was started. 
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Six different dose levels were planned. P was weekly escalated from an 
initial dose of 50 mg/sqm with 10 mg/sqm increments for each step. The 
aim of the study was to establish the Maximum Tolerated Dose (MTD) and 
to explore the activity of this combination regimen, Dose Limiting Toxicity 
(DLT) was defined as: ANC < 500 or PLT < 25,000 for >7 days, ANC < 
100 for >3 days, febrile neutropenia or grade 4 non-hematological toxicity 
in 2/4 patients (pts). From January 1997, 24 pts entered the phase I study; 
median age was 58 years (range 37-70); ECOG PS 0 = 17, 1 = 6 and 
2 = 1; stage IlIE = 6 and IV = 18. Four pts were enrolled at each step. 
Fourteen and 24 courses were administered at level I and Ii respectively; 
13. 16, 14 and 5 at level Ill, IV, V and VI respectively. All pts were 
evaluable for toxicity. No severe non-hematological toxicity occurred: level I 
G2 neurotoxicity 7%, G2-G3 nausea/vomiting 7%, level II G2 neurotoxicity 
4%, level IV G2 hepatotoxicity 6% and G2-G3 nausea/vomiting 12%, level 
VI G2-G3 nausea/vomiting 20%. Main hematological toxicity was: level I 
G2 thrombocytopenia 14%, G2 anemia 14%, level II G2 neutropenia 4%, 
level Ill G3 neutropenia 15% and G4 afebrile neutropenia 8%, level IV 
G2 thrombocytopenia 6%. G2 anemia 12%, level V G2 anemia 14%. The 
preliminary results on the activity of this regimen are encouraging with 
an overall response rate of 45% (Cl+ 5%, PRs 40%). DLT has not yet 
been reached. We are going on with further dose-escalation by 10 mg/sqm 
increments, in order to establish the MTD of this regimen. 

1050 PUBLICATION 

Vinorelbine, ifosfamide and cisplatin regimen in inoperable 
non small cell lung cancer patients 

J. Montalar’, A. Yuste’, S. Morales’. C. Camps3, C. Vadell“, 
R. Garci-G6mez5, I. Maestu, D. Torregrosa, A. Segura’. ‘Hosp. La Fe, 
Oncology Valencia; ‘Hosp. Amau de Vilanova, Oncology Lleida; 3Hosp. 
General, Oncology. Valencia; 4Hosp. de/ Mar, Oncology. Barcelona; 5Hosp. 
Gregorio Maraiidn, Oncology, Madrid, Spain 

Introduction: Vinorelbine (VNR), lfosfamide (IFO) and Cisplatin (CDDP) 
are considered among the most active drugs for the treatment of non small 
cell lung cancer (NSCLC). From 01 to 09/98 we have conducted a study 
with stage IIIB 49% and IV 51% NSCLC patients (pts). They were treated 
with the schedule: VNR 25 mg/m*, Dl and D8, IF0 3 gdm’, Dl and CDDP 
80 mgfm2 Dl of a 21 day cycle. 

Patients and Methods: 115 pts were included with median age 60 ys 
(27-75); PS: C-2 (0 = 13%, 1 = 60%, 2 = 27%). 

Results: This study is still ongoing and the results obtained from an 
interim data shows that the total number of cycles administered is 416, with 
a mean of 3.71 cycles per pt. 84 pts were evaluable for response: CR 1 
(1.2%); PR 52 (61.9%); SD 7 (8.3%); PD 24 (28.6%); 5% were performed 
surgery rescue, mean survival 9.9 months (Cl: 269-329, percentile 75). The 
most limiting toxicity was neutropenia WHO G4 which occurred in 9.5%; 
with only 0.9% G4 sepsis and one toxic death. Anaemia G3 34%, G4 3%, 
and other toxicities were moderate. 

Conclusion: We can confirm after this preliminar evaluation that this 
therapeutic scheme is efficient, with acceptable toxicity. The overall survival 
still has to be defined. 
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Modulation of cisplatin activity by cytosine arabinoside 
(Ara-C) and hydroxyurea (HU) in the treatment of advanced 
adenocarcinoma of the lung - A phase II study 

D. Radosavljevic, S. Jelic, I. Popov, 2. Nikolic-TomaSeviC, D. Gavrilovic. 
lnstitut za onkologiju i radiologiju .Srb#e, Belgrade, Yugoslavia 

Purpose: The aim of our study is to investigate the possible enhancement 
of cisplatin activity using short infusional high dose Ara-C plus HU in the 
treatment of advanced adenocarcinoma of the lung. 

Methods: A total of 52 previously untreated patients (pts) with advanced 
(Ill6 and IV) adenocarcinoma of the lung, were included in non-randomized 
phase II study and were given the following treatment: HU 3000 ms/m2 
plus Ara-C 1000 mg/m* 2 hours before cisplatin 50 mg/m’ (Dl), followed 
by cisplatin 30 mg/m* (D2-D5), repeated every 4 weeks. Responding pts 
(CR or PR) received up to six cycles. 

Results: 52 pts were evaluable for toxicity, 50 of them for efficacy. 
The median age was 53 (range 32-72) male/female ratio 37/15, IIIB/IV 
stage ratio 12/40. Overall 172 cycles were applied (median 3). Partial 
response (PR) was achieved in 14/50 pts and stable disease (SD) in 
25/50 pts. Progresive disease (PD) was registrated in 11/50 pts. WHO 
grade 3/4 toxicities were: anemia in 19 cycles, neutropenia in 12 cycles, 
trombocytopenia in 29 cycles and nausea in 3 cycles. Median time to 

progression was 4 months, for responding pts 5 months (range l-28) and 
median survival was 6 months. 

Conclusion: 39/50 pts with PR or SD and moderate toxicity of the 
regimen represent encouraging result. Phase Ill studies are needed to 
further evaluate obtained cisplatin modulation, 
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Carboplatin (CBDCA) and paclitaxel (TAX) as induction 
chemotherapy in stage IIIA-IIIB in non small cell lung cancer 
(NSCLC) 

S. Tamberi’ , E. Gallerani’ , R. Bazzocchi’, M. Zompaton3, G. Martinelli4, 
M. Schiavinas, M.C. Di Marco’, G. Brand?, G. Biasco’ ‘Institute of 
Haemotology and Medical Oncology * Thoracic Surgery 3 Radiology 
4Patho/ogx 5Pneumology. Po/ic/inico S. Orsola, bologna. ha/y 

Purpose: To determine the efficacy and toxicity of the combination of 
CBDCA and TAX in stage IIIA(NP)-IIIB NSCLC. 

Methods and patients: From January 1998 to January 1999, twenty-one 
patients with citologically/hystologically proven NSCLC, with clinically stage 
IIIA(NP)-IIIB (mediastinoscopy and/or PET scan were mandatory for assess- 
ment of mediastinal nodes) were treated with a combination of CBDCA AUC 
6 and TAX 200 mg/m*, 3-hours infusion, day 1 every three weeks, for three 
courses. Local treatment (surgery or radiotherapy) was performed in case 
of response. Patients characteristics were as follows: median age 66 years 
(ranoe 51-78). male 21, ECOG PS 1 (ranae O-2). Histoloav: adenocarci- 
noma 19%, squamous cell 48%, undifferentiated carcinoma i9%, squamous 
+ adenocarcinoma 14%. Stage: lllAN2 12/21 (57%), IIIB 9/21 (43%). 

Results: Up to now 18 patients are evaluable for response. 12/18 patients 
achieved a partial remission (67%) 5/18 stable disease (28%) l/18 (5%) 
progression. Grade 2-3 neurotoxicity was observed in 35% of patients. 
Grade 34 neutropenia and grade 3 thrombocytopenia were observed 
respectively in 21% and 6% of patients. Subsequently 11/12 responder 
patients underwent surgery. Radical surgery was possible in 8/11 (73%) 
patients. 

Conclusions: These preliminary results suggest that this regimen is 
active and tolerable as induction chemotherapy in locally advanced NSCLC. 
The accrual is ongoing. 
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Combined gemcitabine, ifosfamide and vinorelbine (GIN): 
Activity and safety of a non-platinum-based regimen in 
advanced non-small-cell lung cancer (NSCLC) 

E. Baldini’, A. Ardizzon?, M.A. Cafferata*, A. Del Free’, L. Boni3, 
C. Tibald?, A. Chella5, P.F. Conte’ , R. Rosso*. ‘St Chiafa Hospital, 
Medical Oncolosy Pisa; ‘/ST Medical Oncology 1, Genoa; s/ST; 
Epidemiology, Genoa; 40spedali Civili, Medical Oncology Livomo: 5St 
Chiara Hospital and University, Thoracic Surgeryr Pisa, ltaly 

In the present phase II study we are evaluating antitumor activity and toxicity 
profile of a non platinum-based triplet consisting of Gemcitabine (Gem), 
lfosfamide (IFX) and Vinorelbine (VNR) in advanced NSCLC; all these 
three drugs demonstrated interesting single-agent activity in this disease. 
Untreated pts with stage IIIB/IV NSCLC, WHO PS c 2, bidimensionally 
measurable disease are elegible for the study. Gem 1000 mg/sqm day 
1 and 800 mg/sqm day 4, IFX 3 gr/sqm day 1 (with Mesna), VNR 25 
mg/sqm day 1 and 20 mg/sqm day 4 are administered i.v. every 3 weeks. 
Objective responses (ORs) are evaluated every 2 courses: a maximum 
of 6 courses are administered in responding pts. According to a Simon’s 
optimal two-stage design more than 4 ORs among the first 19 pts were 
required to proceed to the second step: a total of 54 pts have been planned. 
Results concerning the pts enrolled in the first step of the study (19 pts) 
are as follows: median age 61 yrs (range 45-67); WHO PS O/l = 12i7. 
Stage IllBllV = l/18. Histology: squamous cell 36.8%, adenocarcinoma 
47.3%. large cell 15.7%. Total number of courses administered 62, median 
per pt 3 (range l-6). Myelosuppression was the most frequent toxicity: 
neutropenia grade 3/4 = 68%, thrombocytopenia grade 314 = 36%; anemia 
grade 3 = 10%. Four episodes of febrile neutropenia have been reported. 
Non-hematological toxicity was mild and not clinically relevant. Among 19 pts 
evaluable for the primary end-point 10 achieved a major response (52.6%; 
95% C.I. = 29-75%); all objective remissions were confermed 4 weeks apart 
and extramurally reviewed. Considering the number of responses observed 
in the first step of this study the accrual is now continuing at the second 
stage and, so far, 32 pts have been enrolled. 
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