
194 

190 

NHIROENDOCRINE STRATEGY WITH THE PINEAL HORMONE 
MELATONIN(WLT)TO ENHANCE THE ANTITDMOR ACTIVITY 
OF INTERLEDEIN-P(IL-2). 
G.J.M.Maestroni,A.Conti,P.LissoniO,C.Archilio, 
G.Cattaneo",G.TanciniO and S.BarniO. 
Institute of Patholopy,Locarno,Switzerland;"Dix 
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 pm_ 
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 
105 cel1s.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 NLT,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(NLT 0.25 
mg/kg: p <o.Ol; NLT 50 m&kg: p G O.O05).The- 
se data show that a pretreatment with the pi- 
naal hormone MLT enhances the antitumor activi- 
ty of IL-2. 
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B=ln==tt= U&rt&mtoeveluatetian~ 
pLastic activityadtie toltiiliiyof Melatmin inpta. 
bexirg advanzdnml~iesreeietanttotheonventi* 
nal %erqd~.14pte. (6gad 6d),nean age 61,3 (range 
3%77)weretil&dinthisinve&gaticn:9hxlcolorecuol 
cElner,2~t-, 2starachcalcer, 11lngedmc- 
c&ecimm.Inulmepts.in+zaamcc ler Melatminwasgivm 
(26 rfg /@at 3p.m.)foratl~t21rmti, follo+edby 
oral adrdnistraticn (10 II&d&Y) inceeeofreepxseor 
stabilizatim of the disea3e.AUre&redexzminaticne 
wereperfcunmxlincmdertoevaluateihereapume.Beeides, 
the natural killer cell (MC) activityad the@legx+e 
activity w regllarly aeeqfd al &,so,15,30,45,60 
afterthebe&nngofueata?nt&ltainprocessing).?he 
evaluable pts.werel2;wee&ieved1lPKes-dlRP~RX 
~4+mcs).Ihe~~~cnes\rrere2:1wentoffpotocol 
became of bxicity (nueea, voniting, ecvereasthenia 
since the bE&milgoftreablmnt)snd1waelcettJfol- 
lC%-lp.Wealeoctserwd u-e follavingindivichvrl effects: 
iqxwelmtin PS (3/14); increase of @petit? (4/14); r-e- 
dxticn of sa+hmia (6/14); iqx%vamt in mcsele (3/14). 
1pt.stKwzdsevere astheniafoll~theandofb-eat- 
ment. Ihept.shxingaFR&eealN(activitj=l14%;after 
15&s== 2% 30&%=&i%; 45&v= 2C,6%; 60&y%%%) 
w3sulecnlyam~lyYtedwithslo.v-relmeaee 
m+-dne0.zong.b&eperday).BnsrezUltmightbere- 
lated toe wle interecti~betwzm cpioide axIN+ 
latcnin0rkz62:494499.1989). 
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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 Alexls Vautrln, 
54511 Vandaeuvre Les Nancy, FRANCE 
?? EOPTC CImm~~lC A#uy &rrmh# strry Qmp makn. 

Biology, Geneva, Switxlcrland (Dr. JJ. Mamod). 
Dosce of 0.1. 1, 10 and 100 q/ml wae tested in media 
wntainin 5% Fatal Calf serum. 
CFAs di# not show significant diffuaces (Studaat’s t test) 
between GMCSF-treated and control cells, survival rate0 being 
less than 125% of control: 123k7, 109i11, 109k9 and 
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AccaoInTED mwwoIElxc REcammrrxw IlacED By 
- M.LwBaoRl-~HIolooE-IN 
wucmLlJMG~taaxl 
J.R.Fischw', l'l.Hlrusun~, tl.Wolf3. Ch.l'lanrgoldt, 
W.Ostw3, P.Dring.1, H.Havman"3 
1 Dept. of Internal Oncology, Thorwklinik Hei- 

drlberg-Rohrbach, D-6900 Heidelberg 
2 DQpt. of Hcwtology-Oncology. University. D- 

3SM fidrburg 
3 Behring Warke AG, D-3550 lkrburg 
Although SCLC is highly suscrptiblr to chmofhwa- 
PYI sew10 nyrlorupprmrion limits application of 
cytotoxic drugs. We provide widcncr that applicr- 
tio" of Gti-CSF subcutanourly from day 4 to day 12 
after a 3-day chmothnrapy with AI0 and PE in 
??ltwnrting cycles shortens thr period of nmtrope- 
nia even after an increased dose of chmothrrrpy. 
As a result, these patients could br treated in 2 
wrrks intervrl#. 
Cytotexic treatment was startad with ??driuycin 
(A) M mg/ml day 1. vincristinm 2 mg day 1. and 
ifosfrmidr 2 g/m* days i-3 in cycle (C) 1 and 3, 
alternating with cirplmtinum fP) 90 mg/ma day 1. 
and rtoposidr (El 200 ??g/ma days l-3 in cycle 2 and. 
4. According to randomization. patients VII* 
treated with or without GM-CSF 250 !Jg/ma sc day 4 
to 12. Start of the nwt cycle on day 15 vwld 
require at least 3Mo lcucocytrs / cmm and IOWW 
platelets / cmm. A dose-•acmlation of ifosfanidr in 
0.5 a/ma steps and of etowsidr in 50 ma/m~ strpr 
after- every i0 patients (5 with and S without Gil- 
CSF) was planned, provided that in the precreding 
dose step at least 3 patients in rach group had 
fullfillrd the criteria for application of thr next 
cycle on day 15. The rffrct of GH-CSF was demon- 
strated in doss lrwl 2: in 5 I5 patients treated 
with W-CSF chnmothrrapy could br continued on day 
15. In contrast. in thr group of thr 4 patients not 
treated with GM-CSF no patlent could be retreated 
on day III. 
Short-term ??ggressivr rhemothrrrpy in combination 
with GH-CSF miaht be. "w mooroach possiblv lea- 
ding to improvwimnt of tremtm&t rewita in &LC in 
the future. 


