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NEUROENDOCRINE STRATEGY WITH THE PINEAL HORMONE
MELATONIN(MLT)TO ENHANCE THE ANTITUMOR ACTIVITY
OF INTERLEUKIN-2(IL-2).
G.J.M.Maestroni,A.Conti,P,Lissoni?,C.Archili®,
G.Cattaneo®,G.Tancini® and S.Barni®,

Institute of Pathology,Locarno,Switzerland;°Div

ision of Radiotherapy,Hospital of Monza,Italy.
It is known that the immune functions change
during the day and the period of the year. The
pineal gland has been shown to play an essen-
tial role in the chronobiology of the immune
system through the secretion of MLT,which has
been proven to stimulate several immune reac-

tions. On the basis of the immunomodulating pro

perties of MLT,a study was carried out to eva-
luate its influence on the antitumor activity
of IL-2. The tumor used was the CL26 murine co
lon cancer cell line.This tumor was induced in
C57BL/6 mice by intravenous injection of 2 x
10% cells.A first group of animals was treated
with rIL-2(Euro-Cetus) alone,given intraperito-
neally at a dose of 40,000 U/day from day 3 to
7. A second group of mice was treated with IL-
2 plus MLT,which was given subcutaneously at

a daily dose of 0.25 or 50 mg/kg b.w. in the
afternoon,starting 3 days before IL-2 injec-
tion. Mice were sacrified 13 days after,and me
testatic pulmonary nodules were measured. The
association with MLT at both dosages signifi-
cantly reduced the number of lung colonies in
respect to that seen with IL-2 alone(MLT 0.25
mg/kg: p < 0.01; MLT 50 mg/kg: p < 0.005).The-
se data show that a pretreatment with the pi-
neal hormone MLT enhances the antitumor activi-
ty of IL-2.
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MELATONIN AS A TREATMENT OF HUMAN ADVANCED MALIGNANCIES: A
PHASE II STUWDY. Farina G.°,Scaglione F.*,Dugnani S.*,Fer—
rara F.*Maccarinelli G.*,Perrone S.°,Tomirotti M.°,Fra—
schini F.*,Scani A.° - °Dep.Med.Oncology and Chemoth.-—
Fatebenefratelli Opht.Milan - *Dep.of Pharmacology,Chemoth
and Todcol.Univ.of Milan. Italy.

The present study was undertaken to evaluate the antineo-
plastic activity and the tolerability of Melatonin in pts.
bearing advanced malignancies resistant to the cowentio-
nal therapies. 14 pts. (6 gand 8 o"),mean age 61,3 (range
33-77)were included in this investigation:9 had colorectum
caxer, 2 breast cancer, 2 stomech cancer, 1 lung adeno-
carcinama. In these pts. intramuscolar Melatonin wes given
(20 mg /day at 3 p.m.)for at least 2 months, followed by
oral administration (10 mg/day) in case of respanse or
stabilization of the disease. All required examinations
were performed in arder to evaluate the response. Besides,
the natural killer cell (M) activity and the phagocyte
activity were regularly assayed an days 0,15,30,45,60
after the begimning of treatment (data in processing). The
evaluable pts. were 12; we achieved 11 PROs and 1 RP» 50%
(4+ mos). The inevaluable cnes were 2: 1 went off protocol
becamwe of toxicity (namea, wvomiting, severe asthenia
since the begiming of treatment) and 1 was lost to fol-
low-up. We also observed the following individual effécts
improvement in PS (3/14}; increase of appetite (4/14);
duction of asthenia (6/14); improvement in morale (3/14

1 pt. showed severe asthenia following the end of treat~
ment. The pt. showing a PR (besal NK activity= 14%; after
15 days= 21%; 30 days= 26,7%; 45 days= 20,68%; 60 days<27%)
was the only one contemporarily treated with slow-relmease
marphine (120 mg. twice per day). This result might be re-
lated to a favoureble interaction between opioids and Me-
latonin (Cancer 62: 494-499, 1988).
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PRE-CLINICAL EVALUATION OF HUMAN
RECOMBINANT GM-CSF ON HUMAN BREAST
ADENO-CARCINOMA CELLS IN VITRO.

J.L. Merlin®*, C. Ramacci, B. Weber*

Centre Alexis Vautrin,

54511 Vandeuvre Les Nancy, FRANCE

¢ EORTC Clonogenic Assay Screening Study Group members.
Granulocyte and Monocyte Colony Stimulating Factor
(GMCSF) has a clini mggtenual in auenls with leucopznia
induced by chemo- or extensive use
of this compound uselsment of ns efect on non-

Colony formin, gmnssa!s (&As). MTT colorimetric assays and
muatedthymi e(H’md)uptakeonMCF7humanm

were performed using human recombinant
GMCSP kindly pmvided by Glaxo Institute for Molecular
Biology, Geneva, Switzlerland (Dr. J.J. Mermod).
Doses of 0.1, 1, 10 and 100 ng/m! were tested in media
containing 5% Feetal Calf Serum.
CFAs did not show signiﬁcam dlfferences {Student's t test)
between GMCSF-treated and control cells, survival rates being
less than 125% of control: 1231:7 109+11, 109+9 and
11318%, respectively (mean values SD 1=12 for each dose).
MTT assays after 4-day incubation with GMCSF confirmed
these data with survival rates of 12443, 10012, 10312 and
103£1%, rﬂecuvely (n=4), as did 3H.Thd uptake: 11116,
11214, 11544, 11312%, respectively (n=4).
These results allowed us to concluge on the non-proliferative
activity of GMCSF on MCF-7 i cells.
Extended cooperative studies are in progress with EORTC
Clonogenic Assay Screening Stwdy Group (Dr. M.S. Aapro,
Chairman) on cell lines from different anatomical origin.
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This study was supported by a grant from "Ligue Nationale
contre le , Comité Dépar!emantal de M & Moselle".
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ACCELERATED HEMATOPOIETIC RECONSTITUTION INDUCED BY
G-COF  ALLONE SHORT-TERM HIGH DOGE CHEMOTHERAPY IN
SMALL CELL LUNG CANCER (8CLC)
J.R.Fischer!, M.Klausmann?, M.Wolf2, Ch.Manegold!,
W.0ster3, P.Dringsl, K.Havemann2
1 Dept. of Internal Oncology, Thoraxklinik Hei-
delberg-Rohrbach, D-6900 Heidelberg
2 Dept. of Hemalology-Oncology, University, D-
3550 Marburg
3 Behring Werke AG, D-3330 Marburg
Although SCLC is highly susceptible to chemothera-
py, severe myelosuppression limits application of
cytotoxic drugs. We provide evidence that applica-
tion of GM-CSF subcutanously from day 4 to day 12
after a 3-day chemotherapy with AI0O and PE in
alternating cycles shortens the period of neutrope-
nia even after an increased dose of chemotherapy.
As a result, these patients could be treated in 2
weeks intervals.
Cytotoxic treatment was started with adriamycin
(A) SO mg/m® day 1, vincristine 2 mg day 1, and
ifosfamide 2 g/m? days 1-3 in cycle (C) 1 and 3,
alternating with cisplatinum (P) 90 mg/m? day 1,
and etoposide (E) 200 mg/m? days 1-3 in cycle 2 and.
4, According to randomization, patients were
treated with or without GM-CSF 230 Hg/m? sc day 4
te 12. Start of the next cycle on day 13 would
require at least 3500 leucocyles / cam and 100000
platelsts / cmm. A dose~escalation of ifosfamide in
0.5 g/m® steps and of etoposide in 50 mg/n? stleps
after every 10 patients (3 with and 5 without GM-
CSF) was planned, provided that in the precesding
dose step &t least 3 patients in each group had
fullfilled the criteria for application of the next
cycle on day 15. The effect of GM-CSF was demon-
strated in dose level 2: in 3 / 3 patients treated
with GM-CSF chemotherapy could be continued on day
15. In contrast, in the group of the 4 patients not
treated with GM-CSF no patient could be retreated
on day 15.
Short-term aggressive chemotherapy in combination
with GM-CSF might be a new approach possibly lea-
ding to improvement of treatment results in SCLC in
the future.



