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CISPLATIN (P)/ FLUOROURACIL (FU) AND ESCALATING DOSES OF VINORELBINE
(VNB) FOR NON SMALL CELL LUNG CANCER (NSCLC).
1. Monnet, H. de Cremoux, R. Hagipantelli, A. B i
Misset and E._Cvitkovic.
ATTILT. (CH. P. Brousse Villejuif, IGR La Grange, CHIL. Créteil, CH. Corbeil,
France.)
‘We have previously reported our experience in the treatment of NSCLC with P, FU by
continmzous m.fusxon (CT) with folinic acid and VNB (ESMO 92); the major toxicities
were and itis. A d ffect relat has been suggested with
VNB, and i in order to improve the combination Lherapeunc index without increasing
mucositis, we undertook a phase I-II study to determine optimum doses of VNB in
combination with P and FU without folinic acid. From 9/92 to 2/93, 29 previously
untreated patients (pts) with histologically proven measurable (CT scan) NSCLC were
treated every 21 days (d) with FU (650 mg/m?/d) by 24 hours CI d 14, P (100 mg/m?)
over 30 min on d 1, and VNB 18 mg/m1(7pts,groupA),or20mg/m2 (15 pts, group
B),or22mg/m2(7pu group C) IV d 1 and 8. ResponxeevalumonwasdomaﬁerZor
3 cycles (cy). Results (WHO criteria, 2/93) are given separately for groups A, B and C.
Pts characteristics: median age 59 (range: 41-71); 24 males (83%); performance status
(KI) = 70% 7 pts, >70% 22 pts; histology: sq and ad 15 pts
(52%), adeno: 7 pts (24%), large cell: 7 pts (24%); AJCC TNM stages I a-b 15 pts
(52%), IV 14 pts (48%). Toxicity: (WHO) neutropenia grade 3-4: group A (16 evaluable
cy) 3/16 cy (19%): eroup B (42 evaluable cy) 16/42 cy (38%); group C (only 2
evaluable cy) 0/2 cy. Thrombocytopenia grade 3-4: group A 1/16 cy (6%); group B
2/42 cy (5%); group C 0/2 cy. Mucositis was uncommon and observed only in group B:
grade 1-2: 3/42 cy (7%). There was no drug-related death. Activity; In group A (1 pt not
evaluable because renal toxicity after the first cy) 3/6 pts achieved OR (50%, PR 3 pts);
group B (1 pt too early), 8/15 pts achieved OR (53%), group C pts were too carly.
Conclysions: 1) this combination remains well tolerated with up to 22 mg/ln2 of VNB
2) the high overall response rate of 52% is ging. Enrol is

S. Voisin, J.C. Saltie}, JL.
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VINORELBINE IN THE TREATMENT OF NON-SMALL CELL LUNG CANCER

P. Bertelli, C. Mantica, S. Cobelli, M. Dambrosio, R. Colombo, G. Gramegna™, A. Scanni
Dept. Med. Oncology and Chemotherapy, H. Fatebenefratelli, Milan, Italy.

*Consorzio Antitubercolare, Milan, Italy.

In Phase II studies, Vinorelbine (VNR: a new semi-synthetic derivate of vinca alkaloids)

has proved to be effective in non microcytic lung tumors with a remission rate of 33%,

Between January 1992 and January 1993, we enrolled 43 pis, 36 male and 7 female, mean

age 62 years (40-72), with lung neoplasia (histologic types: adenocarcinoma 16,

epidermoid 11, large cell anaplastic 6, untyped 10; stage I, 1 pt; I1, Ipt; IIIA,. 7 pts; IIIB, 13

pts; IV 21 pts), 17 of whom had been pretreated. The total number of administered cycles

was 205, with a mean of 13/pt in monotherapy and 4/pt in polytherapy. Today, 31 pts are

evaluable (at least 3 cycles of therapy): 7 are still in treatment, 2 were lost to follow-up, 3

have died. The treatment schedules were:

1. VNR monochemotherapy 25-30 mg/sq.m/week = 4 pts;

2. VNR 25 mg/sq.m days 1-8 + CDDP 80 mg/sq.m on day 1 every 21 days = 31 pts;

3. VNR 25 mg/sq.m days 1-8 + CDDP 30 mg/sq.m days 1-2-3 + VP16 80 mg/sq.m days
1-2- 3 every 21 days= 6 pts;

4. VNR 25 mg/sq.m days 1-8 + CBDCA 300 mg/sq.m on day 1 every 21 days =2 pts.

Results: CR 2/31 pts (6+/9 months), PR 10/3]1 (mean response duration 5.7 months); OR =

39%;, NC 11/31 (mean response duration 5.3 months) = 36%; PRO 8/31 (26%).

Significant side effects: leukopenin WHO grade 1, 34/205 cycles (16.6%);, grade II, 11/205

(5.4%);, grade III 8/205 (3.9%); grade IV 2/205 (1%); and anemia WHO grade I 14/205

cycles (6.8%); grade II 6/205 (2.9%); grade 111 3/205 (1.5%); grade IV 2/205 (1%).

Similar to others reported in the literature, the results are promising, also considering that

for the toxicity encc d in the evaluable pts, the dose intensity of the administered

drugs was only 0.57+0.17.
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NEQADJUVANT THERAPY FOR UNRESECTABLE STAGE III
NON SMALL CELL LUNG CANCER (NSCLC).

Pilstein D., Kuten A., Daoud K., Zen-Al-Deen 1., Best L., Milton S.,
Weiler-Ravell D. Rambam (Northern Israel Oncology Center),
Carmel, and Italian General Hospitals, Haifa, Israel.

From 3/90 through 12/92, 25 patients with unresectable stage III
NSCLC were treated with radiotherapy (50 Gy) and 2 cycles of
continuous cisplatin (25 mg/ sq. m/24 hrs) on days 1-4 and VP-16
(100 mg/sq. m/day) on days 1 and 3. Three to six weeks after
treatment, 14 patients proceeded to thoracotomy and successful
resection (6 by pneumonectomy and 8 by lobectomy). The
resectability rate was 56%.

Complete sterilization of tumor was achieved in 2 patients (8 %) and
shrinkage of tumor was noted in 10 patients (40%). The median
survival to date for all 25 patients is 13 months, and for the 14
resected patients, the actuarial two-year survival is 50%. The
preliminary results indicate that the above neoadjuvant regimen is
tolerable and could offer significant (p = 0.014) improvement in the
survival of patients with unresectable stage III NSCLC.
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PHASE Il STUDY OF OXALIPLATIN (L-OHP) IN PATIENTS WITH ADVANCED
NON SMALL CELL LUNG CANCER (NSCLC): Preliminary Results.
L_Monnet, S. Brienza, S. Voisin, J. Gastisburu, JP. Armand, E. Cvitkovic, and H.
de Cremoux.
ATTIT (CHI Créteil, CH Corbeil, France), Debiopharm Lansanne, Switzerland
Oxaliplatin, or trms-l-diaminocyclohcxane-plntinum (1L-OHP) is a new platiml.m
derivative whith antitumor activity observed in mahgmnt melanoma, ovarian and
colon carcinomas. Devoid of renal or hematologic toxicity, its dose limiting side
effect is a cold-related, acute and reversible dysesthesia. QObjcctive: to determine the
efﬁcacy and toxxclty of oxnhplatm in advanced NSCLC patients (pts). Treatment:
ox in was i d at 130 mg/m? as two hours infusion, repeated every 21
days. mmmlmm included unresectable measurable histologically proven
NSCLL, no previous treatment, ECOG PS 2 to 3 if stage I-III, PS 0 to 3 if stage IV, age
of 75 years or less. Pts characteristics: from 1/92 to 1/93, 16 pts have been included.
Median age 69.5 years (53-74); 13 males (81%); ECOG PS 0-1: 7 pts (44%) PS 2: 9 pts
(56%); histology: squamous 9 pts, adeno 3 pts, large cell 3 pts, adenosquamous 1 pt,
bronchioloalveolar 1 pt; AJCC TNM stages: I-III 7 pts, IV 9 pts. Major sites of
metastasis included bone (6 pts), lung (3 pts), liver (3 pts), adrenal (2 pts). Activity:
was d after 2 except in case of evidence of progressive disease.
15 pts were idered evaluable for resp (1 pt too early). 2/15 pts achieved PR
(11 months, 6 months+) (13%), 3/15 achieved SD (20%), 2/15 achieved MR (13%).
T_q;m 48 cycles (cy) were evaluable. Toxicity was mainly neurologic. There was no
ia nor tk penia, WHO grade I anemia: 3cy. Nausea and vomiting grade I-
: l7cy (35%). Neither renal toxicity, nor hearing loss was observed. Reversible cold-
related grade I dysesthesias of fingers, hands, toes and sometimes lips and nose occured
in 39 cy (83%). Conclusions: 1) Oxaliplatin is potentially active as single-agent in
pts with NSCLC. 2) this t is feasible in out pati in poor condition. 3)
absence of hematological toxicity suggests that this drug is a candidate for multi-agent
regimens in out patients. Enrolment continues.
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PALLIATIVE BRONCHOSCOPIC ELECTROSURGERY IN
LUNG CANCER

T Butedja, K v Kralingen & PE Postaus.
Pulmonary Department Free University
Hospital Amsterdam, the Netherlands.

Bronchoscopic electrosurgery (BE) was performed in
12 patients (pts), mean age 64 years (range 48-82).
One patient had hemoptysis, 11 had obstructing
tumors. All treatments were performed under topical
lidocaine anesthesia and midazolam sedation.
Treatment was monitored by a pulse oximeter.
Complications were a hydropneumothorax 10 days
post-BE and one case of pneumonia. Bleeding was
always minimal and easily manageable. In 8 pts.
intraluminal tumor debulking was significant. In
three pts. extraluminal tumor ocompression was
found. Hemoptysis resolved in one patient. Dyspnea
improved in 5/11 pts, all with mainly intraluminal
tumors. Longest follow up was 8 months. Recurrences
were assessed between 2-6 months in 3 pts, two of
which subsequently received brachytherapy and one
pt. received radiotherapy. The remaining pts. dia
not show endobronchial tumor progression. BE ia
coat effective for endobronchial tumor debulking
and can be easily used to manage hemoptysis. But
effects on reopening the airways are clearly
related to extraluminal tumor (re)growth.
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VINORELBINE (VB)+ CISPLATIN (DDP)+ RTOPOSIDE (E)
NON~OPERABLE NON SMALL CELL LUNG CANCER (NSCLC).
Marangolo M. & Intini C. for the Farmitalia-Carlo Erba Lung Cancer Study Group.
Betwaen 1/92 and 10/92, eighty Pts {67 M, 11 F), mean age 59 Y, median ECOG P.S.1
(0-2), 26 stage IIIb and 54 stage IV, have been enrolled in a Phase II clinical
trial in which VR, DDP and E were given respectively at 25 mg/sqm on days 1,8; 30
mg/sqm on days 1-3 and 80 mg/sqm on days 1-3; cycle repeatad on day 21. All Pts
are evaluable for toxicity and 66 for activity being 14 Pts excluded for early
death(9 Pts), severe toxicity(2 Pts), refusal(2 Pts),PD {1 Pt) before the first
evaluation. The histologies: 22 Adeno, 38 squamous well differentiated, 16 squam.
poorly differentiated, 2 hronchicloalveolar, 2 not specified. Three hundred and
twanty four cycles have been administered, median & cycles/Pts (1-9), 101 cycles
(31.2%) have been reduced and 13 (4%} delayed for toxicity. Out of 80 Pta, 3
(3.8%) and 32 (40%) respectively achieved CR and PR, while 23 (28.7%) were SD and
8 (10%) progressed, 14 are not evaluable. Crade 3 and ¢ hematologic toxicity have
been registared in 55 cycles (17%) for WBC, in 19 (5.8) for Bb, and in 5 (1.5%)
for PLT. On the whole, the protocol may be considersd very active for NSCLC:43.8%
OR [53% of 66 evaluable Pts] is a figure that may be compared to the bhest
treatments; however, in our hands this combination of three drugs was not well
tolerated: 80 Pta were scored ECOG 0-2 at the b ing of the but at
the end 13 Pts were in P.S. 3 or 4; 9 early deaths occured in Pts probably
under-scored. In conclusion we consider the combination of VB + DDP +E as a very
active treatment for NSCLC Pts with high P.8.; a pilot study with 20% reduction
of the VB and DDP doses is ongoing. We believe that in the near future the
addition of growth factors or the reduction of the doses will optimize this
interesting three-drug regimen.
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