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Patients and Methods: From December 1990 to August 1994, nine 
patients (5 male, 4 female), mean age 58.5 years, with histologically 
verified bronchial cancer were treated. Two patients had early (Tl) disease, 
whereas the other 7 patients had recurrent disease or residual tumour 
following primary therapy by surgery or radiotherapy. Histology was NSCLC 
in all cases (5 squamous cell cancer, 3 adenocarcinoma, 1 alveolar cell 
cancer). Laser treatment was performed with a continuous wave Argon dye 
laser using 532 nm (2W, with 200 J/ccm dose) by endobronchial access 
under general anaesthesia. 

Results: The overall response rate was 8/9. One patient did not show any 
effect of the tumour following PDT. In two cases the response was complete 
(CR) following PDT, in one additional patient CR was achieved following 
additional radiotherapy. Seven patients had bronchial obstruction due to 
tumour, in 5 cases there was a marked >50% reduction in the stenosis as 
evaluated by bronchoscopy. Treatment tolerance was excellent, with only 
minor distress caused by hosptalisation for light protection. Weight increase 
and increase in Karnofsky performance was noted in 4/9 patients. Two 
patients have died due to local tumour progression, in 4 patients death 
was due to distant metastases. Three patients have remained well with no 
evidence of disease. 

Conclusion: PDT offers potential cure for early cancers of the lung and is 
of value as palliative measure in advanced disease. The advantage of PDT 
is its possible use when surgery and/or radiotherapy are not considered 
treatment options. Development of new sensitisers will facilitate the use of 
PDT and will decrease side effects and discomfort due to hospitalisation. 

1020 PUBLICATION 

Value of CYFRA 21-1 as determinant of survival and 
predictor of disease course in lung cancer patients 

P. Barradas’, A. Costa’, M. Cristovao’ , A.L. Fragoso’, P. Alves’, 
M.J. Melo’. ‘Hospital de Pulido Valente, Oncology Division, Department of 
Pulmonary Medicine, Lisbon. Portugal 

Purpose: To evaluate diagnostic and prognostic value of CYFRA 21-1 and 
its interest as predictor of lung cancer course. 

Methods: CYFRA 21-1 serum levels were measured in 532 pts with 
lung cancer and 160 pts with a variety of benign diseases. In 257 out of 
408 pts submitted to chemotherapy (CT) serum measurements were also 
performed after 3 cycles of treatment. In 74 NSCLC pts CYFRA 21-1 were 
monitored every 3 months. 

Results: Median values of CYFRA 21-I in 160 pts with benign lung 
diseases (1.7 ng/ml IR-1.0-2.3) were significantly lower than in lung cancer 
patients (4.3 ng/ml IR-19-9.5 p < 0.001). Using cut-off value of 3.3 ng/ml 
(90% specificity for benign lung disease) overall sensitivity for lung can- 
cer was 57.2% (NSCLC-62.0%; SCC-77.5%). Univariate survival analysis 
showed that CYFRA 21-1 above 3.3 ng/ml was strongly related with a poor 
median survival (p < 0.00001). Cox’s multivariate analysis indicated that 
CYFRA 21-l was a strong independent prognostic factor for survival. Initial 
CYFRA 21-l values didn’t correlate with response to CT but changes at 3rd 
cycle were significantly related to response (p < 0.001). Changes in CYFRA 
21-l values over time (remission = decrease of at least 50% of the initial 
CYFRA 21-l values: progression = increase of 50% of the initial CYFRA 
21-l values: stabilisation = decrease below 50% or increase below 50%) 
were closely related with clinic/radiological assessment (diagnostic efficacy: 
86.7%). In 47.3% of pts significant increases in CYFRA21-1 preceded clinic 
or radiological evidence of disease’s progression. 

Conclusion: CYFRA 21-1 is a strong prognostic factor for survival and 
very useful to monitor therapy and to detect early changes in disease’s 
course. 
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Combination chemotherapy with Cisplatin (CDDP) and 
Adriamycin (ADM) plus immunotherapy with interferon (IFN) 
alfaPb in malignant pleural mesothelioma (MPM): Results of 
a phase II trial of the Italian Group on Rare Tumors (GITR) 
and Italian Lung Cancer Task Force (FONICAP) 

l-l. Soto Parra’, S. Brett?, A. Ardizzonis, L. Tixis, F. Latter?, A. Gravina2, 
R. Lionetto’ . P. Bruzzi’ . A. Santoro’ R. Rosso2. ‘Italian Grout on Rare 
Tumors (G/y/?), Milan; >/falian Lung ‘Cancer Task Force (FONiCAP), ha/y 

Background: MPM is a rare tumor for which no standard treatment is avail- 
able. Anthracyclines and CDDP, as well as IFN, have been reported to have 
some activity in this disease. In addition, pre-clinical studies have shown 
synergism between IFN and chemotherapy in mesothelioma cell-lines. 

Methods: from 12/95, we conducted a phase II trial in previously un- 

treated patients to assess the toxicity and antitumor activity of a chemo- 
immunotherapy regimen including CDDP 60 mglsqm i.v. day 1 plus ADM 
60 mg/sqm i.v. day I, recycled every 3-4 weeks and IFNalfaPb, 3 MIU i.m. 
3 times a week for a maximun of 8 courses or until progression. Inclusion 
criteria were histological diagnosis of MPM and measurable disease defined 
by CT scan or MRI. Tumor assessment was performed every 3 cycles with 
CT or MRI. Based on a two-stage Simon’s design, a target accrual of 35 
pts was planned. 

Patient characteristics: 35 pts were registered with the following charac- 
teristics: male 26 pts; median age 58 yrs (40-71); ECOG PS 0 in 8 pts, 1 
in 25, 2 in 2; epithelial subtype in 18 pts; 5 pts were classified as stage I, 5 
as stage II, 12 as stage Ill and 10 as stage IV. 

Results: two pts were ineligible, 2 had insufficient data and 3 are still 
ongoing. 29 pts were assessable for toxicity and 32 for response on an 
intention to treat basis. Seven pts had a partial response for an overall 
response rate of 22% (95% Cl, 10%40%); 35% had stable disease. The 
median response duration was 8.5 months (range, 2+-12+). The median 
survival was 11.2 months. 6 out of 7 responding pts are still alive. 

Toxicity: 113 cycles of CDDP + ADM plus IFNalfa-Pb were given, with 
a median of four cycles per patient (range, l-8). Main toxicity was grade 
Ill-IV myelosupression: leukopenia in 75% of pts, thrombocytopenia in 21% 
and anemia in 29%. Other grade 3/4; toxicities were fatigue in 31%, emesis 
in 24%, myalgias in 7% and renal failure in 3%. Toxicity leaded to treatment 
withdrawal in 9 pts. 

Conclusion: This combined chemo-immunotherapy IS active in MPM 
but the high toxicity observed, particularly myelosuppression, may limit its 
application. 
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Endothelial cells and angiogenesis intensity in lung cancer 

L. Chvczewski’, M. Juczewska’, J. Niklinski3, W. Niklinska“, 
E. Chyczewskas, W. Naumniks. ‘Deparfents of: Pafhomorphology 
‘Oncology; 3Thoracic Surgery; 4 Histology; ‘Pneumonology, Bialystok 
Medical Academy, Bialystok, Poland 

Neovascularization in compliance with histological type, differentiation and 
pathological stage of cancer was evaluated in 65 tumors taken from patients 
operated for lung cancer. Angiogenic objects (microvessels and single 
endothelial cells) were highlighted by immunohistochemical method for von 
Willebrand factor. Angiogenic objects count per 1 mm* in each section was 
determined in “hot spot” found at the margin of tumors. The own scale of an- 
giogenesis intensity was used: P-O-200, II”-201-400, Ill”->400 angiogenic 
objects/mm*. Majority (57%) of examined cases were found in II’ group. 
The results of studies on single EC number/mm* in different histological 
types of cancers were following: 158.01 + 119.37 in SqCC, 191.97 & 67.6 
in ADC. 219.17 i 132.57 in LCC, 231.16 f 45.01 in SCC, 269.69 f 173.67 
in combined cancers. The differences between EC counts in the groups with 
different histological type of lung cancer were statistically significant in the 
pairs: squamous cell versus small cell (p = 0.0247) and adenocarcinoma 
versus small cell (p = 0.0380). The correlation between EC count in “hot 
spot’ and grade of tumor differentiation was statistically significant for Gl 
group versus G4 (p = 0.0008) and Gl versus G2 (p = 0.0380). 

These results suggest the role of EC in angiogenesis in lung cancer is 
greater that it had been expected before. 
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Paclitaxel/epirubicin/etoposide in patients with 
extensive-disease small-cell lung cancer (SCLC) 

E. Baldini’, A. Chella*, A. Del Free’, F. Gragnani*, C.A. Angeletti’, 
P.F. Conte’ ‘Osp. S. Chiara, U.O. Onco/ogia Medica, Piss; ‘Osp. S. 
Chiara, U.O. Chirurgia Toracica, Pisa, /[a/y 

Paclitaxel (P) and Epirubicin (EpiDx) shows high antitumor activity against 
SCLC while Etoposide (E) is the most active single-agent in this disease. 
We performed a dose escalation study in order to identify a combination 
regimen in which each of the above mentioned drugs is administrered at 
its optimal dose. The starting doses were: P 155 mg/sqm (3-hour infusion) 
day 1, EpiDx 60 mg/sqm (bolus injection immediately before P) day 1, E 
100 mg/sqm (i.v.) days 1-3; a maximum of 6 courses were repeated every 
3 weeks. The dose of EpiDx was escalated by 15 mg/sqm in consecutive 
triplets of patients (pts) until 90 m&qm (optimal dose as single-agent 
-Basthold JCO 1996-). If Dose-Limiting Toxicity (DLT) was not met, P was 
escalated until 175 mg/sqm (optimal dose as single-agent -Nabholtz JCO 
1996. -) in subsequent triplets of pts. E was administered at the fixed 
dose of 100 mg/sqm days 1-3. No intrapatient escalation was allowed. 


