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MONOCLONAL ANTIBODIES (MoAbs) DIRECTED AGAINST THE NEURAL
CELL ADHESION MOLECULE (NCAM) IMPROVE THE DETECTION OF
SMALL CELL LUNG CANCER (SCLC) METASTASIS IN BONE MARROW
ASPIRATES (BMA) COMPARED WITH CONVENTIONAL HISTOLOGY.

F.Pasinj *, G. Pelosi °, A. Santo *, R. Mostacci *, M.A. Bassetto * and G.L.Cetto *

*Cattedra di Oncologia Medica,Universitd di Verona, * Servizio di Anat.Patologica,
Osp. Civile Maggiore-Verona, *Divisione Medica Osp. Villafranca, Italy.

Eighty-seven BMA were collected from 40 pts with SCLC. BMA were collected
bilaterally from posterior iliac spines in 39 pts and unilaterally in one. From 37 of these
40 pts, 58 bone marrow biopsies were also obtained (18 bilateraily). Briefly, 3-5 mls of
marrow were aspirated in heparinised syringes, diluted with RPMI, layered over
Ficoll-Paque, the cell layer collected and the cell pellet cytospinned. A standard ICH
method (APAAP) was used with 2 MoAbs, NCC-LU-243 (1gG2a) and NCC-LU-246
(1gG1) belonging to cluster 1, which gnizes NCAM. Adequate control study were
always performed. In BMA reactive cells were detected in 37/87 specimens (42.5%),
while only 7/58 bone marrow biopsies (12%) showed metastatic involvement
(p=0.0001). Also in Limited Disease (LD) the use of MoAbs in our series was an
improvement on conventional histology, because 7 out of 16 pts (44%) clinically and
histologically staged as LD, had positive BMA (p=0.006). Among the 19 pts with
positive MA, 17 had biopsies taken, 4 positive and 13 negative. Among the 25 pts with
negative BMA, 23 had also negative biopsies and just 1 positive. Only in 1 case was the
result different between the 2 sites of aspiration. A negligible difference was found
between the 2 MoAbs. In conclusion: in our series the use of MoAbs significantly
increased the detection of bone marmrow involvement compared with conventional
histology, suggesting that a large proportion of pts are otherwise understaged.
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TUMOR MARKERS IN FOLLOW UP OF THERAPY IN SMALL CELL LUNG
CANCER (SCLC)
S Stajié,R Novakovié,L Rajner,0 Frim,S Isakovi¢
University Clinical Center, Belgrade

We followed the surgical,hemotherapeutic,irridation or
combined therapy in 32 patients (pts.) with verified SCLC
by tumor markers values.We compared those values in previ-
ously untreated pts. and in pts. with clinical stabilized
disease after therapy.CEA,CA19-9 and NSE were determined
by IRMA CIS and counted by computer processing.Tumor mar-
kérs values and high values (%) were:

NSE CEA CA 19-9
{ug/1) {ng/m1) (U/m1)
cut off value(50): 10,3 8,2 33,6
-untreated SCLC(32) 22,1116,5 19,7125,3 48,4131.3
75%(24) 56,2%(18l 62,5%(20l
-treated SCLC(26) 13,65+13,1* 5,718,7% 22,519,6

42,3%(11) 11,5%(3) 19,2%(5)
* p/ 0,005. The simultaneous determination of CEA,CA19-9
& NSE in untreated group gave sensitivity of 90,6%(29),
and in treated group 61,5% (16). We recomand the simulta-
neous determination of tumor markers in SCLC as a valuab-
le parametar of clinical staging in desease and more sen-
sitive for monitoring the clinical stabilized disease
under therapy.
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STANDARD (SC) VS. PALLIATION CHEMOTHERAPY (PC) IN METASTATIC SMALL CELL LUNG
CANCER (MSCLC)

M Wolf, M Pritsch, P Drings, M Schroeder, K Hans, E Hruska, R Goerg,

K Eberhard, $§ Mende, G Hartung, H Stolz, K Wavemann

Phitipps-University, Internal Medicine, 3550 Marburg, Germany

Patients with MSCLC have nearly no chance of cure. Therefore, in a
multicenter German trial e less toxic PC was compared to SC with regard to
survival and quality of life. SC consisted of AIO (adrismycine S0 mg/m2 d1,
ifosfamide 1500 mg/m2 di-5, vincristine 2 mg d1) alterpating with CE
(carboplatin 300 mg/m2 d1, etoposide 120 mg/m2 d1-3) and PC consisted of EV
(etoposide 150 mg/m2 d1-3, vincristine 2mg d1). Both regimens were given for
4 cycles in 4 week intervals. Until now, 186 pts have been included and
interim analyses was performed after 150 pts (50X of the projected sample
size) had died. CR+PR after &4 cycles was 48X for SC and 24X for PC. However,
during induction therapy 50X of the pts with PC were crossed over to
standard polychemotherapy due to nonrespording . disease. This may be the
reason why medien survival did not differ between both groups (4.5 mo).
Toxicities like nausea/vomiting, myelosuppression and infections were higher
in SC. Before each cycle pts were requested to fill in a questionaire of
quality of life. Improvements in physical functioning, disease ‘related
symptoms, and fatique/malaise were more pronounced in SC than in PC. In
conclusion, this preliminary analysis indicates that pts with SC had a
better tumor response and improvement of quality of life than pts with PC,
but survival did not differ between both groups.
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S PHASE II TRIAL OF CARBAPLATIN (L), IFOSFAMICE '1),ETCP3SIDE E

AND VINCRISTINE (V) IN SMALL CELL LUNG CANCER.

3ARRIDD 2., MOYANO A.. CRESPO C., Q0iZ P.. CASAL J. GARCIA& J,

“rom Oepartamant of Clinical Oncology. Ramébn v Zlajal rmospizal.
Madrid. Soain

From January 1989 tnrough June !99:, 24 untreatag satients B-14-3)
with SCLC have entered a trial tc evaiuate tne ClEV scnema, 2ts
wera treated with Carboolatin 200 mgsm2 IV 3t, fcs+amice S gr/m2
g1 with M™Mesna, Etoposide 120 mg/m2IVv ai-3 and vincristire 0.5
mg/m2 IV gl4. Limited Disease ‘LD) patienrts aiso rsceived craest
irradiation. OF 44 patiants., 41 were male anc I ware vemale; 27

nadg LD and 17 had Extensive Disease 'E0). 23 were E£C0G 0-1 ang 2!
were ECOG 2-3. The median age was 60.3 (ranga 32-7&}. Forty ots
are ~ow evaluaple for response: 12 0ts/40 acnievea TR .20%) and
20 pts/40 achieved PR (50%); overall resconse rate was 80%

Total (%) Ebi%) EE(H) LAY SR pu-Ie SR

CR 12 130) 8 (32 4 (26,860 7.5 12

PR 20 (300 13 (52 7 (sa.8) .3 8
Totai 32 (8o 21 184 P RS P .3 Mo
Tre megdian rasponse ouration was 3 mo (7.5 me 2 ang 3.5 ZD).

“here were 12 CR relapsed (33% local. 38% cistance and 8% bvotn);
tne LO distribution was 4/8 lgcal. 3738 aistance amc 1/9 both  arg
<or E0 patients 4/4 distance. The median survival -ime w~as 10 =3
2 om0 D ang 8 mo £2). Tre maior toxicitv was  -~ematolegiz  bv
w0y with leukogenia grade -4 acurring in 4,3%. <nvompacytopania
grace 3-4 1n 2.4% and anemia grade 3-4 1n 3.2%, Nausea and vaomi-
2ing were mild. Two pts presanted nemorrhaglc cystitis and | Dts
mi1ldg neurologic toxicity. No nepatic ar CNS disturdbance cr renal
failure was noted. 4 pts died marly.
CONCLUSIONS: 1) The CIEV scheme 1s well tolerated :n a odutpatient
setting. 2) Raesponse rate ara {n the range previosly reporteg but
tne CR rate is laow. 3) These results suggest that ~“uture aroto-
zols will require evaluation with nigher dose of Carboclatin ang
Stoposide trying to improve the CR rate anag MS.
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ANALYSES OF LONG TERM SURVIVAL IN SMALL CELL LUNG CANCER (SCLC)
M Wolf, M Pritsch, P Drings, K Hans, M Schroeder, G Jaques, K Havemann
Phi[ipps University, Internal Medicine, 3550 Marburg, Germany

From 1981 to 1988 a total of 1179 patients (pts) with SCLC were included in
four consecutive multicenter German trials. After minimum follow up of 3
years, an analysis of long term survival has been performed. The main
characteristics of the pts. achieving a 3 year survival sre shwon on the
following Table.

No pts. No 3y sur. % 3y sur.
Stage non-met. 663 61 9,2
met. 516 9 1,7
sex female 28 180 15,5
male 42 999 4,2
Performance 50-70% 241 7 2,9
(Karnofsky) 80-100% 938 63 6,7
LOH <240 635 46 7,2
>240 467 16 3,4
NSE <12.5 N 28 9,6
>12.5 340 17 5,0

puring the further follow up, 24 of the 70 3 year survivors died. Main
causes were recurrent SCLC in 15 pts., second malignancies in &4 pts. and
non-cancer related reasons in 6 cases. Fourty-six pts are still alive, 44
with stable CR and 2 with relapse of disease. Only 2 pts. with metastatic
disesse achieved stable CR, one with bone metastases and one with a spleen
tesion. Thus, among the known prognostic factors in SCLC only extent of
disease precisely predicts long term disease free survival and therefore may
be usefull as a selection criteria for different treatment protocols.
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TREATMENT OF REFRACTORY OR RECURRENT SMALL CELL LUNG CANCER (SCIC) WITH
CYCLOPHOSPRAMIDE, CISPLATIN AND VINCRISTINE (A NON-CROSS-RESISTANT REGIMEN).
Cardena) F., Garcia del Muro X., Verdaguer R.

Hospital Duran i Reynals. Barcelona. Spain.

Most patients with SCIC relapse. Treatment of refractory or relapsing disease
has been considered unsuccessful: response rates have been low and survival
wmaffected by treatment.20 recurrent and fully evaluable SCIC patients are
analysed. All patients were males. Median age was 59 years (ramge 34-75).
Previous chemotherapy included VP-16, doxorubicin and methotrexate (VDM) in all
patients. Four patients with limited SCLC had recieved thoracic radiotherapy.
Concurrently with it, doxorubicin and methotrexate had been substituted by
cyclophosphamide and vincristine. All patients had PS (WHO) equal or less than
2. Seven patients were refractory to VDM (had failed to attain a PR).Treatment
regimen consisted of : cyclophosphamide 750 mg/m2, cisplatin 75 mg/m2,
vincristine 2 mg IV day 1. Courses were repeated every 3 weeks on an outpatient
basis for a maximum of six.There were 6 RP and 1 RC (35% response rate). 4 of
these pts were refractory to first line therapy. The median duration of
remission was 21 weeks (range 9-112+). Median survival time of responders was
31 weeks (range 31-112+). The median survival time for all patients was 18
weeks (range 8~112+).0ne patient is in continuous complete remission for more
than 2 years. Toxicity was mild. Seven pts (35%) had emesis grade 3. There was
only one episode of neutropenic fever. There was no toxic death. This regimen
is effective and its toxicity acceptable in recurrent SCIC. It can be studied
as first line therapy.



