
s54 Proffered Papers 

264 

RRcoMBIN~T INTERFERON (TFN) ALP~IA ANWD GAMHd ALTER TRE 
BINDING OF PROGENITOR CELLS OF PATlENTS UITB CML TO 
FL BBONEC'PIN (FN). I!lmaagacli - -_--._------ ..M" : Iwrthc= 1 M" Wand1 , 
lJ+.Niederle N# . *Dep. of Molecularblology, lJniv.of 
Essen; +KKB Traunstein.%Stsdt .KIi Leverknsen, Germany. 
We have evaluated the binding of primitive progenitor 
cells of untreated patients (n-5) with CM, to uncoated 
Petri dishes and coated Petri dished with purified human 
plasma FN.Tbe effect on adhesion of in vitro exposure of 
progenitor cells to IFN-alpha or -ga”a (1000 [J/ml) for 
two hours,was examined.The levels of colony forming 
cells (early erythroid progenitors BFU-E and 
granulocytic progenitors CPU-C) of the adherent fraction 
was measured. Treatment with FN alone did not increase 
significantly the binding of BPU-E (7.4 + 25.6 mean 
+x?4), but that of CFU-C !29,15%!12,95). Treatment with 
IFN alone reduced the proliferation of all cells.The 
number of BFU-E fall about 217% for lFN-alpha and about 
173.5% for IFN-gamma and for CPU-C about 208X for IFN- 
alpha and 99,5% for IFN-gamma. But treatment with FN and 
IPN a-esulted in again increased numbers of CFIJ-C with 
about 190,6%+108,8 for IFN-alpha and about 44.4% +30,6 
for IFN-gamma. Attachment of LIFO-E increased -only 
slightly with 2,6% for lFN-alpha and 2.X for IFN-gamma. 
We conclude that IFN’s can increase the expression fnl 
FN-receptors, effect ine, :I better adhesion 1.0 lhr !;I r-oma. 
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HIGH DOSE CHEMOTHERAPY (HDCT)VP-16, CYCLOPHOSPHAMIU~, 
CARBOPLATIN AND AUTOLOGOUS BONE MARROW TRANSPLANTATION 
(ABMT) WITH G-CSF IN PATIENTS WITH BREAST CANCER (BC). 
Preliminary results. 
Vassilomanolakis M., Hajichristou E., Koumakis G., Moraki 
M ., Barbounis V., Tsoussis S. and Efremidis A. 
Bone Marrow Transplant Unit, St.Savas Hosp.,Athens,Greece 

9 pts received one cycle of HDCT with Carboplatin 1400 
mg/m2 VP-16 1200 mg/m2 and CTX 4.5gr/m2 divided in 3 days 
ABMT was followed 3 days later. 6 pts with st.IV BC in PR 
or CR following chemotherapy with 3 courses CAF (fMTX) 
and 3 pts with high risk primary BC (st.II,> 10 lymph no- 
des) received the same regimen as adjuvant and were eli- 
gible. The median number of mononuclear cells collected 
was 0,79XlO6/Kg (0,3-1,44),of CFU-GM 3,5X104/Kg(2,1-6,641 
and of CD34t cells 1.2XlO6/Kg (O,El-2,49). Following infu- 
sion of the CD34-selected sparrow all pts received lOl.@g/ 
Kg of Bd Wt G-CSF support. Median duration of absolute 
neutrophil counts500 cells X 10gL was 11 days and plate- 
letsL20.000 14 days. 1 patient with St.IV BC died from 
cardiotoxicity one day after HDCT. 7/8 pts had neutrope- 
nit fever with documented infection in 4/E pts. All pts 
with residual metastatic BC after induction CT responded 
with HDCT (2CR and 2PR).Duration of resnonses were 2+,3, 
Et 11 12 months Pts with St II BC are Remaining NED i, 

14-b &n&s aft&? ABMT: 
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EIYTHBDWIKTIK (rHaBPOl il l CHKKOTHKKPY-IUDUCKD AKKKIA 

T Game1 W ztuh A Cmbelli All bascal, G Gandolfol and P Calabresl’ 
Veprtnent of Kedlcal Uncology 1, [Lab, of Cimcal Pathology 

Kegloa Elena Cancer Institute - Row, My 
From Harch 1991 to Kovenber 1992, 32 anenlc cancer patients recelvlng varms 

cb?notherapy reginens were treated 11th rHuBP0 II) an attenpt to reduce anemia, 
Erythro&xetU) lXmlly provided by Boehrlnger-liannhelml ras administered subcutaneously at 
a startmg dose of 10,ooO IU, 3 times Ieekly, 11th a planned dose-excalatlon every 3 reek 
up lo lO,C+O IU, 5 times reeltly until a target Hb value of II (r/d1 ras reached Four 
patients received 1eSS than 3 IeeKS of treatment 13 early disease-related deaths and 1 
lost to follor up) and are therefore not evaluable for antlanenx rHuBP0 activity. TIenty- 
eight patients IH/P U/IT; kdlan age 51 yrs; kdlan PS KCOG: 0) 11th a nean Hb starting 
value of (L92 ! 0.16 are evaluable for response.The nedlan treatment duration Ias 12 reolts 
Irange 4-32) lath a median reetily dose of 30,ooO IU (range lO,@.%5O,U$3). 
Rapoose as defined as a ! 2 gr/dl Hb increase in IZ veet?,: IT of 26 evaluable pts (M.1 
Xl responded 11th a lean Hb increase of 3.13 ! 1.55 and a nean 33.48 Ht increase (% of 
MltIal valuel The me&an tme lo achieve a response ras 6 reels (range Z-12), although 2 
pts responded after 10 reeks. In 13 of II responding pts nth a ! II gr/dl Hb value, the 
dose-excalatlon Ias not perfornfd, 3 of rhom reduced the BP0 dose after reachmg an Hb 
Value ! l2 gr/dLBrythropoietin Ias Iell Merated and Safely admnlslered as hODe- 
therapy. Durlog the study the serua transferrm, haptoglobln and ferrltln levels Iere 
nonltore4 To date, no correlations 11th the antianew response have been observed 
In conclusion these data suggest that rHuKP0, a: a hone-therapy regioen, can reduce 
chemotherapy-induced anenla in a relatively snort tine in most of patients. 
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CHEMOTHERAPY (CT) DOSE lNTFNSIFICATION IN OVARIAN 
CANCER (OC) WITH RECOMBINANT HUMAN INTBRLBUKIN-3 
(RHIL-3). @merear Mhf Wlllaanse RIB, MdI R, Biesma B, Vties & 
EGE. University Ho&l Gx&ingen, The Netherlands. 
Based on previous studies (Cancer Res.1991:51, 116, Blood 1992:80, 1141) we 
know that many pstients (PIa) cammt receive CT consisting carboplatin 
(CBDCA) 300 mg/m* and cyclophospbamide (Cycle) 750 mg/m’ for OC every 4 
wks without hematopoietic growth factor support. The desirable dose of ML-3 
based on a phase I/II study in tbis setting was 5 or 10 rgnigld. A stody was 
designed to determine if &IL-3 would allow CT administration every 3 wks, 
with 17 pts treated to date. Cy~lo was administered 750 mg/m2 and CBDCA wp8 
dose adjusted to creatinine clearance: 60-80 mL/minz 257 mg/m2, SO-120 : 300 
mg/m*, 120-140: 340 mg/n?, > 140: 385 mglm’ in 6 cycles (c). RhIL-3 (5 or 
10 @kg/d) ~88 given SC d2-11 in each c. At 5 and 10 pg doses are 10 (46~) 
and 7 (33~) pts evaluable for toxicity and 10 (43~) and 7 (27~) pts for efficacy. 
Side effects were fever and headache controllable with acetaminophen. At 5 cg 
&IL-3 in three c (2 pts) and at 10 pg in six c (5 pts) atticaria occurred. In 4 
episodes dyspnea and/or o&ma was observed. This reaction occurred during 
~3-6 and was controlled with z&ibis&mine and prednisolone. CT could be. 
administered every 3 wks in 43/70 c (25143 c at 5 pg. and in 18/‘27 c at 10 pg 
(NS)), every 4 wks in 13/70 c and > 4 wks in 14/70 c. No platelet transfusions 
were reqired. Thus, in 61% of c it was possible to give a CT dose inten- 
sification of 33%. If full dose CT were to be given every 4 wks it would have 
been possible to administer in 80% of c in time. Conclusion: with &IL-3 CT 
dose intensification of 33% is possible by reducing CT internals, while no 
platelet transfusions were required. 

267 - 
MONOCLONAL ANTIBODIES IN COMBINATION WITH CYTOKINES 
IN TREATMENT OF ADVANCED COLORECTAL CARCINOMA. 

~~~98h~:s,:-‘,,Y;!m~~i~t~din, J. Fager- 

Department of Oncology. Radiumhecnnet 
Karolinska Hospital 
S-104 01 Stockholm 
Sweden 
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OUR EXPERIENCE IN THE USE OF GRANULOCYTE COLONY- STIMULATING 
FACTOR (GCSF) 
A. OrdMez CGarcia Glrdn* J.Feliu, P.Zamcra. E.EsDinwa, J. Espinosa, 
J.G&nez Navarro, J. Sastm”, M.Gonr&bz Sarbn 
Msclical Oncology 6er~Iw, Hospital “La Paz”, Madtid 
MecIlcal Oncology Unit, Hospital “Genaral Yagoe”, Surges 
We evaluated the ability of human mcombinad gfanulocytc cobwy-stimubting factor 
(rhG-CSF) to pmvarrt chemotherapy&&ad n-a or to acoabmb recovery 
from this complicalion. 
Patients and methods - Fifly patients wem entemd In ltds study (16 no+Hodgkln’s 
lymphoma, 9 amell cell carcinoma of the tmms, 7 advancscl breast cancer, 4 
Hod~n'sdioeaoe,4~floffsoustarromrsadothen).Therewem32 menand 
women with a madian age of 43.9 years (range 1577).GCSF was Oven by daily 
s&cutaneous InjectIon for 14 days The total daily doss of GCSF was 5 m. 130 
coumes were giwn. The second absoMe nrulrophll couth (ANC) was performed on 
day 14 of each course. Statistical analysis ccnsbted of Mm Fbher’s exact test ad 
MarnWhNney U test. 
R&s& - 1) Pmvention - 85 courses: 79 wem successful (17 without increase in ANC) 
with an Increase of x = 2.110 and 6 wrn not (fever, hospItalration and antibiotic 
therapy) with x = -5.600 (p 0.001). 2) Neutropenia - 45courses (all with sbvation of 
ANC): 30 with febrlb ncutmpenia (initial ANC x = 137 and increase of x = 6.870) and 
15 with afebrlb nautrcpenla (IrMaI ANC x = 880 and increase of x 3 4.600) (p 0.004 
for the flmt ANC and N.S. for the ihcmases). 3) Toxi- 
city - Osteomuscular pain : 13 causes (10%) and nausea 0 courses @,O%). Elevation 
of LDH in 25 courses (19%) and of alkaline phosphatase in 20 courses (15%). 
Conclusions - 1) The GCSF was an effectii agent in the prevention of febdb 
neulropanla. Tha efflcacywar malnlymbbd to the ANC incmase. 2) The efficacy of 
the GCSF in the neWopmla was mbtrd to the initial ANC and ti lo the increase, 3) 
The toticily was tobrable. 


