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T 45 mgr/m2/iv weekly during the 7 weeks of treatment; Gr-2 received only 
radiation therapv (60-65 Gvs, 290 cGv/dav over 6 weeks). 4 p could not be 
evaluables, 55’p were evaiuables for response and 56 pror toxicity. 

Results: Upon TCG induction chemotherapy: 1 CR and 37 PR (RR 
69.l%;Cl95%:56-SO), lOSD(18.1%)and7PD(t2.8%).7pwenttosurgery: 
2 pCR, 2 pPR and 3 pSD. 17 p in Gr-I completed the consolidation treatment 
with 4 CR, g PR, 1 SD and 3 PD (RR 76.5%) and 14 p in Gr-2 with 5 CR, 
7 PR and 2 PD (RR 85.7%). At a median follow-up of 9.3 months, the 
median suwfval were 16.5 mo (Gr-I 13.7 mo and Gr-2 14.5 mo) and 
l-year survival rate of 65% (Gr-1 69% and Gr-2 62%). A total of 168 
cycles of TCG were administered (3 per p), with the hematologic toxicity 
(NCI-CTC) per p Grade i-2/3-4 (%) as follows: neutropenia 30.3/42.8; 
anemia 59/12.5; thrombopenia 28.5i25; there was 1 death from toxicity 
and 10 hospitalisations for complications. The main toxicities (RTOG) in 
consolidation treatment were: in Gr-1: 9112 esophagitis in 5/6 p, g i/2 
pneumonttis in 3/3 p, g1/2 neurophathy in Xi p; in Gr-2: g1/2 esophagttis 
in 2/2 p and gl pneumonitis in,2 p. 

Conclusions: The TCG scheme of induction chemotherapy is active 
against stage Ill NSCLC with moderate toxicity. A larger number of patients 
and a longer follow-up will be required to allow final conclusions to be drawn 
as to the posible difference between the consolidation treatment groups. 
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UFT plus cisplatin with concurrent radiotherapy for locally 
advanced non small-ceil lung cancer: a multiinstitutional 
phase ii trial. Cis-UFWtT Study Group 

A. Gemma’, V. Ichinoses, V. Nakai3, H. Semba4, M. Shibuya’, S. Kudoh’. 
’ Nippon Medical School, 4th Dept of internal Med. Tokyo, Japan; *National 
Kyushu Cancer Center Dept. of Chest Surgery, Fukuoka, Japan; 3Senda’ 
Kohsei Hospital, Dept. of Internal Medicine, Sendai, Japarl; 4 Kumamoto 
Regional Medical Centec Respiratory Disease Unti, Kumamoto, Japan 

Purpose: A multiinstltutional phase II study of combined-modality treatment 
consisting of uraciland tegafur (in a molar ratio of 4:l [UFT]) plus clsplatin 
(Platinol) and concurrent radiotherapy was conducted to conclude the high 
activity of this regimen in patients with locally advanced non small-cell lung 
cancer. 

Methods: Eligible patients with cytologically or histologically confirmed, 
unresectable stage Ill non-small-cell lung cancer received UFT (400 rngIm2 
orally on days 1 - 14,29- 42) and clsplatln (80 mg/m2 intravenously on days 
8, and 29). Radiotherapy, with a total dose of 60 Gy, was delivered in 30 
fractions on days through 40. 

Results: Among the 58patient.s entered(Stage IIIA 12; Stage Ill6 48) 
46 experienced good responses (CR 1; PR 45)(79.3%; 95%~confidence 
interval,’ 67.2% to 87.7%). Hematologlc toxicii was moderate. Grade 3 
leukopenia occurred in 11 patients (19%) but grade 4 hematologic toxicity 
was observed in 1 patient. Grades 3 or 4 nonhematologic toxicities were 
reported in 1 patient with esophagitis. 

Conclusion: These observations suggest that oral UFT plus cisplatin with 
concurrent radiotherapy can be safely administered to patients with locally 
advanced non-small-cell lung cancer with mild toxities. The demonstrated 
antitumor activity is high, making this combined-modality treatment worthy 
of further investigation in comparison with other cisplatin-based regimens 
in a prospective randomized trial. 
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Preventive epoetin a (EPO) use in the treatment of advanced 
nscic: an AIPO oncology study group multicenter trial 

L. Portalone’, A.M. Altterf’, A. Antilli’, S. Barbera*, R. Bemardinis, 
A. Lombardi’, L.G. Monaco4, C. Seebacher’, M. Signora’. ‘C. Forfanini 
H., 6 Pneumo Onc&gy, Rome, Italy: *M. Santo H., 2 Pneumology Unit, 
Cosenza, /ta/F 3A. & C. Cartoni H., Pneumology Unit, Rocca Pn’ora 
(Rome), Italy; 4 S. Giovanni H., Pneumology Unit, Rome, Italy; 5Bol..ano 
H., Pneumology Unit, Bolzano, Italy 

Purpose: Anemy is an important problem which we meet in the treatment 
of neoplasms. Meanly it reduces drug dose intensity and influences patient 
quality of life. Epoetii a can improve hemoglobin level but its use, until now, 
is reserved to correct anemy. Now we try to use Epoetin a to prevent anemy 
and improve drugs tolerance and quality of life in patients in chemotherapy 
for advanced NSCLC. 

Methods: We have tandomised, until now, 64 patients in chemotherapy 
for advanced NSCLC in two arms when hemoglobin level is 12 g/dl. or 
less: the group in arm A was treated with Epc a 150 u.iJkg. every other 
day for three months. Ann B is the control group without Epc a: but, if the 

hemoglobin level becomes less than 10 g/dl. patient comes out from the 
trial and will be treated with Epo a. We have evaluated hemoglobin levels, 
chemotherapy dose intensity and quality of life at 0 time, after one and three 
months. GoL was measured by patient completion of two scale, FACT-G 
and FACT-An, which was translated and adapted by us to Italian people. 

Results: At this moment only 36 patients, 18 for arm, are evaluable. In 
arm A the differences between the hemoglobin level of baseline and third 
month control show an increasing of values (P<O,O93); the same control 
in arm B shows a decrease in hemoglobin level, statistically significant 
(P<O,OOO4). Dose intensity in amr A reaches 95%, in arm B 65%. Scores of 
the evaluation scale in arm A are uniform in the time; in arm B scores show 
statistically significant increasing between first and following evaluations. 

Conclusions: At this moment our findings show that preventive use of 
Epoetin a is able to improve tolerance of NSCLC patients to chemotherapy, 
measured by hemoglobin levels and dose intensity. QoL appeares to be 
better during the time of treatment too. 

197 POSTER 

Phase i/ii study of docetaxei(DOC) and carbopiatin(CBDCA) 
with concurrent radiotherapy in patients with stage iii 
unresectabie non-small ceil lung cancer(NSCLC), 
preliminary results 

S.Kato’, M. Sakura’, T. Kazumoto’, H. Sakais, S. Voneda2, V. Noguchi’, 
K. Kobayashi*, S. Honda2, S. Kosaihiras. ’ Saitama Cancer Center, 
Radiation Oncology Saitama, Japan; * Saitama Cancer Center 
Respiratory Disease, Saitama, Japan 

Purpose: Concurrent chemoradiotherapy plays an important role in the 
treatment of stage Ill NSCLC. Both DOC and CBDCA have demonstrated 
activity as radiation sensitizers in predinicai studies, We conducted a 
phase lnl study to determine the maximum tolerated dose (MTD) and 
recommended dose (RD) of DOC and CBDCA when administered with 
concurrent thoradc radiotherapy (Phase I), and subsequently, to evaluate 
the’efficacy and toxicity of the treatment regimen at the RD (Phase II). 

Methods: Twenty three patients with stage Ill unresectable NSCLC 
were enrolled in the phase I study. DOC and CBDCA were administered 
bi-weekly (Dl , 15, 29, 43, 57, 71) at the following ,DOC (mam2)ICBDCA 
(AUC) dose levels: 20/2.5, 20/3.0, 3OD.5, 30/3.0, and 40/3.0. Concurrent 
thoracic radiotherapy was performed in 2Gy daily fractions to a total dose 
of 6OGy. DLT was defined as grade 4 hematological toxicity, or grade 3 
or 4 nonhematological toxicity. Three to six patients were entered at each 
dose level. Dose escalation continued until greater than one half of patients 
developed DLT. After determing the MTD and RD, the phase II study was 
initiated to evaluate the efficacy and toxicity at the RD. 

Results: The MTD was DOC 4Oma/m2 and CBDCA AUC 3. To date. 19 
patients have been treated in the phase II study. An overall response rate 
of 83%(95% C.I.: 56-98%) was observed in 18 evaluable patients (15 PR. 
2 NC, 1. PD). 

Conclusions: Combined chemotherapy of bi-weekly DOC and CBDCA 
with concurrent radiotherapy in stage Ill NSCLC was well tolerated. The 
preliminary efficacy data are promising. Updated results will be presented. 
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Neoadjuvant chemo-radiation with paciitaxeVcarbopiatin in 
stage iii non small cell lung [NSCLC] patients 

W. Budach’, G. Friede12, T. Hehr’, S. Sepe’, D. Hmschka3. L. Kanz4, 
H. Toomes2, R. Dierkesmann3, M. Barnberg’. ’ University of Tuebingen, 
Radiooncoi~ Tuebingen, Germany; * Klinik Schillerhohe, Thoracic 
Surgery Gerlingen, Germany; 3 Klinik Schilibrhohe, Oncological 
Pneumology; Gerlingen, Germany; 4 University of Tuebingen, Medical 
Oncol~ Tuebingen. Germany 

Background: Neoadjuvant chemo-radiation has been shown to induce 
significant down staging and improved resectability in stage Ill NSCLC. 
The reported high response rates of paclitaxel/carboplatin were rationale 
to test the efficacy of these drugs in combination with radiotherapy in the 
neoadjuvant setting in a phase II trial. 

Methods: Patients (>I7 to 470 years, KPS >70%) in stage III NSCLC 
(staging included CT-thorax/abdomen/cranium, PET, and mediastinoscopy) 
without supraclavicular lymph node involvment qualified for the’study. Padi- 
taxel 100 mg/m* and carboplatin AUC 2 were administered at day 1 i 8, 15, 
and 22 followed by hyperfractionated/accelerated radiotherapy starting at 
day 43 (2x1.5 Gy/day, 5x/week to 45 Gy) with simultaneous paclitajtel (50 
mg/m’) and carboplatin (AUC 2) at day 44, 51, and 58. Erythropoetin (3x 
150 I.E./kg/week) was given at a Hb ~10.5 g/l00 ml. After complete restag 
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ing, resections were planned 4-6 weeks after completion of the neoadjuvant 
therapy. 

Results: 55 patients have been treated and complete data are available 
for the first 41 patients (31 male, median age 57 years (32-70), 12 IIIA, 
29 IlIE). Grad III and IV toxicity during chemotherapy or chemo-radiation 
occurred in 18 and 2 patients, respectively (6x hematol.. 12x esophagi&, 1 x 
skin, lx kidney). At the time of restaging an overall response of 46% (15% 
CR) was observed. 26 patients underwent an operation and RO resections 
could be achieved in 19 patients. Median survival of all patients was 22 
months. 1 year survival in operated and non operated patients was 86% 
and 31%, respectiiely (p<O.Ol). Distant metastases have been observed 
in 12 cases (7 brain, 4 bone, 1 liver) 

Conclusion: The tested neoadjuvant regimen exhibits tolerable toxicity 
and considerable activity. The predominance of brain metastases in the 
pattern of failures indicates the need for adjuvant brain irradiation that will 
be used for subsequent patients. 
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Taxol, Gemcltabine and Vinorelbine, a very active platinum 
free triplet In naive pattents with Non Small Cell Lung Cancer 

E. Crucitta’, V. Lorusso’, S. Mancarella’ , N. Panza2, A. Catino’, 
M. Guida’, A. Latone’, G. Frasc?, L. Caporussol, M. De Lena’. 
’ Oncology Institute, Medkal Oncof~ Bed, I&/y; 2 Fond&one Pascele, 
Medical Onculogy. Naples, /k/y 

Although dsplatin is still considered the most active chemotherapeutic drug 
in the treatment of advanced NSCLC, newer cytotoxic agents have shown 
promising results. Moreover, the side effects of cisplatin combinations often 
overcome the benefit from chemotherapy and quality of life of treated 
patients is usually worsened. The aim of this study was to determine 
me etficacy and the safety of a three drug combination non containing 
cisplatin in the treatment of advanced NSCLC. Since December 1998, 41 
pts affected with stage Ill6 or IV NSCLC, not previously treated with chemo 
or radiotherapy were enrolled into the study. Padiiaxd, Gemdkabine and 
Vinorelbine (TGV) were given at dosage of JO mg/m2, 1000 mgIm2 and 
25 mg/m2 respectively, on days 1 and 8 of a 3 week schedule. All patients 
entered on study were amsidemd evaluable (intent to treat) and received a 
total of 189 courses of chemotherapy (median 4,6 per patient). Male/female 
ratio was 34/7; median age was 60 yrs (range 43-73), PS was O-1 in 31 pts 
and 2 in IQ pts; stage was IIIB or IV in 18 and 25 pts respectively; 12 pts 
had adenocarcinoma, 26 squamous and 3 undifferentiated histologic type; 
14 pts (34%) complained a weight loss ~10% in the last 6 months. Overall. 
we observed PR in 23 pts (56%) and CR in 4 pts (10%) respectively. It 
must be emphasized that 1306 (81%) pts wtth stage HIB responded as 
compared to 14/25 (56%) stage IV pts. Median time to treatment failure 
was’26 weeks (range 3 to 47) and ‘median survival 13 months (range 1 
to 19). One year survival was 54%. Relative dose intensity were 68% for 
pacli&xel, 8& for gemcitabine and 78% for vinorelbine re&ctively. With 
regard to toxicity, grade 3-4 neutropenia was observed in 11 and 7 pts(total 
44%), g3 anemia in 4 pts (10%) and 93-4 thrombocytopenia in 3 (7%).The 
most releianf nonhematological toxicity was asthenia which was observed 
in 12 (29%) pts (9 pts G l-2 and 3 pts with grade 3). Alopecia was almost 
universal whereas nausea and vomiting practically absent. One patient 
showed hypersensitivity reaction after the first paditaxel administration and 
continued on protocol without this drug. In conclusion, the combination 
of padiiaxel, gemcitabine and vinorelbine is very active in NSCLC (66% 
response)with tolerabte toxicity profile. 
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The combination of gemcR@ine and oxallplatin (GEM-OXAL) 
is feasible in ljtitients with paorptajjnosis advanced 
non-small cefl lung cancer (NSCLC). Results of a phase II 
study 
V. Franciosi’, R. Berbieri’, G. Vasini’, E. Aiini3, C. Cacciani*, Ft. Capra’, 
F. Greco2, C. Bozzetti’, S. Cascinu’ ’ Division of Medical oncology 
Aziende Ospadaliam. Parma, Italy; * Pneumology Dapatiment, Azienda 
Ospedaliera, Parma, t&ly; 3 Division of Medkef Oncokg~ Azienda 
Ospedalieta. Mantova, He/y 

Background: Oxaliiatin (OXAL) is active in non-small cell lung cancer 
(NSCLC) and escapes the mechanisms of resistence of Cisplatin (CDDP) 
mediated by the mutations of the Mismatch Repair (NIMR) genes. In ad- 
dition OXAL and Gemcitabine (GEM) show in vitro schedule-dependent 
synergism. 

Aims: To define the clinical activity and tolerability of GEM-OXAL combi- 
nation in NSCLC patients (pts). 

Study Design anUScheUUk Wedesigned aphase II stu&GEM (1000 
mq/m2 in 30’;. days 1 and 8) infusion was immediatly followed by .OXAL (65 
mg/m2 in 2h, days 1 and 8); me schedule was repeated every 21 days for 
six cycles. The assesment of response was performed after the third and 
sixth cycle. 

Characteristics of Patients: From May 2000 to April 2001,28 pts with 
poor prognosis advanced NSCLC were accrued; until now a total of 103 
cycles were performed. There were 21 males and 7 females; median age 
was 65 years (29-76); hystology subtype was adenocarcinome in 15 pts, 
squamous cell carcinoma in 9 and NSCLC NOS in 4. Tumor stage was IV 
in 17 pts and IIIB in II pts; PS (ECOG) was 2 in 13 pts, 1 in 5 and 0 in 10: 
all pts were symptomatic and 5 pts had been previously treated with CDDP 
or carboplatin. 

Results: In April 2001 19 pts were evaluable for response after at least 3 
cydes 5(260/o) of whom obtained PR, 1 MR, 6 SD and 7 PD. Twenty-six pts 
were evaluable for toxicity after at least one cycle; the toxicity was low and 
mainly hematological: 5 pts had Gr4 and 2 pts GB thrombucytopenia; 1 pt 
had Gr4 and 4 pts Gr3 leucopenia; 1 pt had Gr4 and 3 pts Gr3 neutmpenia; 
3 pts had Gt3 anemia. Three pts developed Gr2-3 hepatic foxicity:,with 
increase of GOT/GPT. One pt experienced Gr3 and 2 pts Grl neurotoxicity. 

Conclusions: GEM-OXAL combination seems to be well tderated and 
active in poor prognosis advanced NSCLC. The definitive results of the 
study and the correlations between me immunohistoctremical evaluation 
of the MMR status (MSHP and MLHl qenes) and the clinical data will be 
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A new irradiation tech$que for lung cancer: ~ient’s 
self-breath-hold and self-swftching radiation-b&am on and 
off wfthouf any respiratory monitoring d-es 

N. Sano H. Onishi, K. Kutiyama, T. Komiyama, Y. Aikawa, Y. Tateda, 
m,‘T. Araki. Yamaneshi Medical Universify, Redia-tfon Om/oa 
Yamaneshi, Japan 

Purpose: 1) To compare the reproducibility of tumor-position under a 
bream-hold by a patientis self-estimation wtth that under abreath-bold by 
a radiation techndogistis instruction. 2) To evaluate the ~reproducibility of 
a tumor position in the radiation field with portal images under patientsi 
self-breath-hold and self-switching radiation beam with a newly devel- 
oped switch which was connected directory to the console box of Linac 
(EXL-15DP: Mitsubishi Electric, Japan) and enabled patients to turn ra- 
diation beam on and off. Methods: 1) Twenty patients with lung cancer 
were taught sufficiently how to hold the breath at a same insplration phase 
with showing a fluoroscopy of respiratory motion before evaluation. Three 
series of CT were obtained with Pmm-thickness in me vicinity bf the tumor. 
Differences of tumor position were measuWl using CT ariaiysing menu. 2) 
Ten real- time portal images were taken for each patient during irradiation 
under a patientis self-breath-hotd and self-switching of radiatjon-beam. and 
the accuracy of reproducibility of the tumor position was vi$ual~evaluatecl. 
Results: The average of maximum differences of the tumor position of 20 
patients under the bream-hold by a radiation technolagistfs fnstfUc&n was 
3.0mm in cranio-caudal direction, 2.imm in antero-postedor die&on and 
2.3mm in right-left direction. And that under the breath-hold by’s patientis 
self-estimation was 2.3mm in craniocaudal dk‘ection, 1.4mm in antero-pos- 
terior direction and 1.4mm in right-left direction, respectively. There was 
statistically significant difference between two methods of breath-hold. All 
portal images of 20 patients had a visually satisfactory accuracy of tumor 
position in the radiation field with a difference less than 3mm between a 
planned position and actual tumor positions. Condusbn: The rsproduoibilii 
of tumor position under patientis self breath-hdld without any respiratory 
monitoring devices had a satisfactory accuracy with a differen@ of tumor 
position less than 3mm in all direc&ns. The me&xl of bream-hold by a 
patientis self-estimation was more accurate than that by a radiition technol- 
ogistis instruction. Cur newly developed switch which enabled patients to 
the radiation-beam on and off was useful with a.good r~pmduoibilii under 
a breath-hold at patientsi pace. This new irradiation system is simple and 
useful for irradiation of lung cancer with reduced PTV and a satisfactory 
reproducibility. 


