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A PHASE II TRIAL OF IYDUCTIffl CHEXOTHERAPY FOLLCAIED BY INTEWSIFICATIW YITH 
HIGH-DOSE (H.D.1 CHEMOTHERAPY OR CONCURRENT CHEMO-RADIOTHERAF'Y AND 
RECZUSINANT G-CSF IN EXTENSIVE (E.D.1 AND LIMITED (1.D.) SHALL CELL LUNG 
CANCER (SCLC). 

MeCacci II., Crinb L., 
Cortesi.-. 

Darwish S., De Marinis F.*, llarmzsm E.. Corgla E., 
Lstini P., Aristei C., Bracardn S. and Tmato II.. Qxs of 

Medical md Radiation (hcology, Perugia, *opt of Pnemolog/, Forlmini 
Hospital and -iCal (*lcology, IKwrsity "La Sapienze", Rana 

Fran Noventxr 1991 to Novenixr 1992, 36 patients (pts) with SCLC 
(Redian age 61. L.D. 17. E.D. 19) received induction chemotherapy with 
Cytoxm (1 grlsqn day 1). Epirttaicin (90 mg/sqn day 1). Vincristine (2 mg 
day 1) (CEV) q 3 wks for 2-3 courses. 32 pts are evalusble for response to 
CEV: in L.D. we obtained 12114 P.R. + C.R. I&%2) - 4 C.R. <ZGX). In E.D. we 
obtained 13/18 P.R. (72.2X1. Of 25 responsive pts I78,lX). 22 Ill L.D. md 
11 E.D.) received, at this mawent, intensification uwlSiSting of H.D. 
chemotherapy: Cerboplatin (150 mg/sqn days l-2-3) , W16 (100 mg/sq days l- 
2-3-4-5) plus rhG-CSF 5 m&kg/die frm day 7 (0 day 16 q 3 uks. for three 
Courses. I" LD. 11 pts ~received cOncurrent red&her&y in- tK) daily 
fractions on t-r wlune (45 Gy), starting with H.D. chemotherapy. Uith 
H.D. chemotherapy 4 P.R. was vmsformed in C.R. and the enritv of resmnse 
in 6 pts with P.R. was s&stmntially inproved. Ryeloscgpressi&was the'rnain 
side effect of intensified treatment: there were 16 episodes of Grade III-IV 
neutrapenia and thrcataytqrmie over 63 courses of HD chenmtherqy. Grade 
IV thratmcytqxnia was present in 6/11 pts treated with cmcurrent chemo- 
radiothermy ad in two cases required platelet transfusions. However, the 
nadir of welo-srrrpressim lasted mlv a few dws (2-3) and treabwnt was 
mtulatoriil and &y well tolerated.. No toxic heaths have bee" reported. 
Cur data indicate that intensification of treatment with G-CSF support is 
feasible and cm increase response rate in pts respmding to itiction 
che!notherapy. 

WEEKLY CARBOPLATIN (CARBO) PLUS CHRONIC ORAL 
ETOPOSIDE (VP-16) AS LlRST LINE THERAPY IN SMALL 
CELL LUNG CANCER (SCLC). A PHASE II TRIAL. 
&&Q& Estapd J, @au JJ, Aguti C, Sanchez-LIom J, MeIIadn 
B, MafI6 JM. Servei de Coordinaci6 Oncol6gica. HospitaJ Clfnic. 
villarroel 170. 08036 Barcelona (Spain). 
From June 1990 to October 1992, twenty-seveo consecutive untreated 
~~~@ts)diagnosedofScu:(limiteddisease~)19ptsand 
extemive disezw @D) 8 PtslJ received 3 courses of CARBO 150 
mglm2 e.v. days l-8-15 and VP-16 50 mgr/m2/day p.o for 21 
,5uccdve days every 4 weeks. Six complete responses (22%) and 15 
(55%)partialrespooseswereachieved.~~responsesrateof77% 
(95% eo- intend 67% - 87%). Median survival was 10.5 
months (15.3 in LD and 8.5 in ED). Alopecia excepted (92% of pts), 
non hematobgic toxicity was mild. Hematological toxicity (WHO 
glade) II + III umsisted in amlemia, 17%; leukopenia, 34%; 
gm&qqda, 28%; thryv, 5%. Grade IV of 
leukopenia and granulocytopema were ohsedved in two pts. There were 
IMJ toxic related deaths. Two pts were admited into the hospital 
hecause of fever and gramdocytopenia. 
Chronic oral VP-16 plus CARBO weekly is well t&rated and appears 
to be active in SCLC. Continous inkion of both drugs is now under 
CIinieaI l-esach. 
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CARBOPLATIN PLUS EPIRKJBICIN PLUS VP-16, CONCURRENT 
RADIOTHERAPY AND “ADJUVANT SURGERY” FOR LIMITED SMALL 
CELL LUNG CANCER (SCLC). 
C. Gridelli, M. D’Apriie, C. Curcio, L. Brancaccio, S. 
Palmeri, G. Comella, E. Veltri, G. Ferrante, M. Gentile, 
A. Rossi, S. De Placido, A.R. Bianco * 
* On behalf of “Gruppo Oncologico Centro Sud Isole” 
IG.O.C.S.I.l. Cattedra di Oncolooia Medica. II Fat. 

Medicina, Uhiversitg di Napoli - 
Thirty-four patients (pts) with limited SCLC were subjected 
to CEV chemotherapy (carboplatin 300 mgtsqm, i.v., d 1; epi- 
rubicin 50 mg/sqm, i.v., d 1; VP-16 100 mg/sqm, i.v.,d l-2-3, 
every 4 weeks), and concurrent “split course” radiofherapy 
(4000 cGy, in course of 2000 cGy. weeks 6-7 and 10-11) follo- 
wed by surgery for pts achieving CR or PR. Pts were excluded 
from surgery if staged T4-N3 at diagnosis. In 32 evaluable 
pts after induction therapy we obtained 93.7% OR with 62,1X 
CR. Median duration of response “as 12.5 months for PR and 
10 months for CR. Nine pts were elegible for surgery after 
induction therapy. Five pts were subjected to surgery (4 CR 
with 3 pathological confirmation and 1 PR unresectable); 4 
refused. Median survival for all pts was 14 months with 9,3X 
long-term survivors at 36 months. Toxicity consisted mainly 
of myelosuppression. These preliminary data show high acti- 
vity of CEV chemotherapy and chemo-radiotherapeutic regimen 
employed. The role of “adjuvant surgery” in stage III A is 
being evaluated. 

CARBOPLATIN (Ca) AND ORAL ETOPOSIDE (E) IN PRE 
VIOUSLY UNTREATED PATIENTS WITH SMALL CELL 
LUNG CANCER. 
Pfeiffer P, Snerensen P, Rose C. 
Department of Oncology R, Odense University Hospital, Denmark. 

and’l0.5 months, re$pectively. * 
93% (LD) and 58% (ED) completed 6 courses of CaE. For various 
reasons part of etoposide was administered IV in 3 1% . Leuco enia 
and trombocytopema WHO grade III-IV was observed in 22 2 and 
17%, respectively. One atlent died of sepsis during leucopenia. 
Navsealvomiting was m!l . . 2 Alopecia re@mg a wig occqr$ in all 
~;;z$~, No nemotoxIcIty, nephrotoxlclty, or ototoxlclty was 

CaE is an effective and manageable outpatient-regimen with mild toxi- 
city. 
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PHASE I STUDY OF CARBOPLATIN, EPIRUBICIN AND VP-16 
PLUS G-CSF IN EXTENSIVE SMALL CELL LUNG CANCER 
(SCLC). 

S.De Placfdo, M.De Lena,A.R.Bianco.* 
* On the behalf of “Gruppo Oncologico Centro Sud 
Isole” (G.O.C.S.I.). Cattedra di Oncologia Medica, 
II Fat. Medicina, Universita di Napoli. 

Carboplatin (300 mglsqm, T.V., d 1). epirubicin (50 mg/sqm, 
I.v., d 1) and VP-16 (100 mg/sqm, i.v., d l-2-3) chemotherapy 
has shown high activity in SCLC (Gridelli et al., Proc ASCO 
11:301, 1992). A phase I study wes planned to determine the 
maximum tolerated dose (MTD) of VP-16 In patients (pts) with 
extensive SCLC in association with carboplatin (300 mg/sqm, 
i.v., d 1) and epirubicin (75 mg/sqm, I.v., d 1) with G-CSF 
support. Fiftheen pte received 3 dose levels of VP-16 (mg/sqm. 
1.v.. d l-2-3): 100 (3 pts), 120 (6 pts) and 140 (6 pts). 
G-CSF “88 administered at the dose of 5 mcgr/kg/day, s.c..d 6 
to 15. Chemotherapy “es recycled every 3 weeks. The MTD of 
VP-16 “8s 140 mg and myelotoxicity (leucopenia grade 3 with 
sepsis in 1 case and thrombocytopenia grade 4 in 1 case) was 
dose limiting. Overall OR “88 92.8%. A phase II study with 
carboplstin (300 mgfsqm, i.v., d l), epirubicin (75 mglsqm, 
I.v., d 1) and VP-16 (140 mg/sqm, i.v., d l-Z-3) plus G-CSF. 
recycled every 3 weeks, in extensive SCLC is in progress. 


