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All of them received doxorubicln50 mg/m2 as a short infUSion imme­
diately followedby paclltaxel200 mg/m2 1-hour iv infUSionWith standard
premedicationplus5 HT3 antagonists.

Results:281 cycles (median =6) were administeredwithouthypersen·
sitlvltyreactions.

neutrophlls.In vitro,a bispeclficantibody(MDXH210, constructedbychem­
ically cross·hnklngF(ab') fragments ot MoAb 52OC9 to HER-21neu, and
F(ab') fragmentsof humanizedMoAb 22 to FcyRI) mediatedeffectivelysis
of HER-2/neu overexpresSlngbreastcancercell lines.HER-2/neu (c·erbB2)
is overexpressedin approx.30% of breastcarCinomas,and is a target for
immunotherapyin clinicaltnals. In vitroassaysshowedthat FcyRI positive
neutrophllsconstitutea majoreffectorcellpopulationdunngG-GSF therapy.
Based on these preclinicaldata, a phase I tnal With escalatingSingledoses
of MDXH210 In combinatIOn with G-CSF was started With patients with
stage IV breast cancer. So far. this therapy was generally well tolerated
up to 30 mg/m2 , Side effects consistedmainly of fever and short periods
of chills,which were timely related to elevated plasma levels of IL·S and
TNF-a. Changes In solubleHer-2/neu, signsof effectorcell activation,and
Inflammatoryreactionsinskinmetastasisindicatea potentialroleforG·CSF
and bispecificantibodiesin immunotherapy.

Toxicity:While only 7 patientsused CSF, neutropenia~ G3 (most of
them of shortduration)was presentin 28/51 patients(54.9%), with febrile
neutropeniaaccountingfor 3/28. Anemia:o:G3 In 4/51 (7.8%).

Alopecia was universal. One G3 and 28/51 (54.9%) ::5 G2 myalgias &
arthralgiaswere reported. Gastrointestinaltoxicitywas mild to moderate.
Penpheral neuropathy::5G2 was observedin 21/51 (41.1%).

None patientdevelopedclinicalcongestiveheartfailureafter a medianof
300 mg/m2 of cumulativedoxorubicln.Furthermore,only one patient went
offstudy due to decrease of the LVEF. Two patientsdied duringtreatment:
one died With sepsIs and pancytopeniaafter 5 cycles;another died due to
lungthromboembolism.

Conclusions:(1) The overallresponserate was 70% (95% CI, 57.3% to
82.7%).

(2) Nochnicalcongestiveheart failurewasassessedand onlyone patient
went off studydue to LVEF decrease.

(3) Although doxorubicin50 mg/m2 followed by TAXOL~ 200 mg/m2
In 1·hour IV infUSIOn presents a toxicity profile which demands a close
follow-uP, it represents a convenientoutpatientschedule with a similar
activityrate comparedto standardlongerInfUSions.
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TAXOL@ (paclitaxel)1·hourInfusionpiUS doxorublcinas first
linetreatmentformetastaticbreastcancer(MBC) patients

E. Mickiewicz,M. Oi Noto.C. Bas, M. Ventnglia.S. Jovtis,D. Lewi,
M. Rondin6n,G. Temperiey,M. Tngo, A. Bertoncin,M.E. Pascual,
G. Uranga, E. Cazap, S. Breier, S. Grasso, R. Estevez, G. RubiO,
A.M. Alvarez. Argentine Mu!ticentnc TAXOL~ Group; Hospital A/eman,
Onco/ogra, Buenos A"es, Argentina

Introduction:The highactivityrates previouslyreportedfor doxOl1Jbicin+
paclitaxelin MBC suggesta synergisticeffectand warrantthe development
ofclinicaltrialsfUllyexploitingthe therapeuticadvantageof thiScombination
TAXOL~ 1-hourinfUSionrepresentsa convenientoutpatientschedulewith
safety& activityprofilesstillto be confirmed.

Purpose:To assess the response rate and tOXicityof TAXOL~ 1-hour
infusionplusdoxorublcinas firsthne treatmentfor MBC patients.

Materials and Methods: Between July 1995 and January 1997, 51
patientsWith untreatedMBC were recruited. All of them had measurable
disease and were evaluablefor tOXicity. One patientpresentinghver MBC
refused treatmentand responsecouldnot be assessed. Age average was
53.3 years (range 30-70).
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Analysisof failuresand survivalfollowinglocaltreatmentof
Isolatedlocal-regionalrecurrence(LR) of breastcancer

C. Kamby'2, L. Sengel"y2. 'Department of Oncology, Finsen Center,
Rigshospltalef; 2Herlev University Hospital, Copenhagen, Denmark

Purp08e:To assessprognosticfactorsfor localcontrol,dissemination,and
survivalof patients(pts) with LR treated with surgeryand/or radiotherapy.

MethodS: From 1963-85, 99 pts with LA after mastectomyfor breast
cancer were treated with radical excisionand/or radiotherapy.No pts had
distantmetastasesat studyentry. Time to local failure, disseminationand
survival eccordlng to potential prognosticfactora were analyZed uSing
multivariateanalyses. Median follow-upwas 123 months

Results:45 pts had local and 44 pts had regional recurrence.Type of
therapy(surgeryvs. radiotherapy)and local VB. regionalrecurrencewas not
related to survival.The 10 year survivalrate was 38% and median survival
bme was 89 months.IndependentprognostICfactorawere node statusand
hemoglobinlevel. The 10 year failure rate was 66% - primarytumorsize
and node statuswere Independentprognosticfactora. Distantmetastases
were observedin 56 pts aftermedian55 months;level of hemoglobinlevel
was the only significantprognosticfactorfor dissemination,

Conclusion:Local therapy may be curalive in a subset of pts with
LA. Differencesin prognosticfactors for local-regionalcontroland distant
metastases suggest that LR Is a heterogeneousdisease that reqUires
differenttreatmentstrategIes.
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BlspecltficantibodyMDX21D (Fc-yRI x HER·21neu) In
combinationwithG-CSF: Resultsof a phaseI trial In
patientswithmetastaticbreastcancer

Th. valerius',B. Stockmeyer',A. Reppt, Y. Deo2, H. van Oijk3 , J.G. van
de WInkel',J.R. Kalden' , M. Gramatzkl'. Dept. of Medicine, University of
Erfangen, FRG: 'Dept. of Immunology; 3Depf. of Oncology, University
Hospital Utrecht, NL; 2MEDAREX, Inc., Annandale. NJ, USA

FcyRI (CD64), the high affinity receptor for IgG, Is a promiSing tngger
molecUleon myeloldcellsfor immunotherapy,because It is selectivelyex·
pressedon effectorcellslike monocyteslmacrophages,and G·CSF primed

(moab) 17/1A to reduce residual tumor cells remaining after high dose
chemotherapy(cth.).

Patients and Methods: High risk BrCa pts. involving>/= 10 axillary
lymph nodes (N =7) and stage IV (N =3) breastcancerpts. were treated
withtwocyclesof inductioncth. (VIP-E) followedby highdose cth. VIC with
transplantationof tumor cell purged PBSC grafts. PBSC were mobilized
with 5 ,,\¥kg G-CSF and collected after I. VIP-E and II. VIP-E. Grafts
collectedafter II. VIP-E were subjectedto immunomagneticselectionof
BrCa cells uSing three anti-breastcancer antibodies(HID9184, HID 9187,
HID9189, Baxter). Grafts collectedafter I. VIP-E were used as back-up.
After completionof cth. all pts. were treated With moab 17/1A (lgG2a,
Glaxo-Wellcorne)directed against 37 kD epithelial membrane adhesion
molecule. PIs. received 500 mg moab 17/1A followed by 4 cycles with
100 mg each 4 weeks.Immunocytochemicalstaining(ICC) of 4 x 10 (6)
MNC of bone marrow (BM) and P8SC grafts using anti·pancytokeratin
F(ab)2 fragment A45B1B3 (Mlcromet, Munich) was performedto evaluate
residualtumorcells ICC of graftswere pertormedbefore and after tumor
cell selection.8M aspiratesof both posterioriliac crests were performed
before I. and II. VIP·E, before VIC and after VIC and after each cycle of
antibodytreatment.

Resultes: It was shownthat cytokeratlnpositive(CK+) cells occurless
frequent in PBSC graftsthan In correspondentBM. Compared with grafts
collectedafter I. VIP·E risk of malignantcontaminationwas decreased In
graftscollectedafter II. VIP·E. Priorto tumorcell selectionCK+ cellswere
detected in 5/10 grafts after I.VIP and in 2/9 patientsafter II.VIP·E. After
completionof TuCe purging t CK+ celV4 x to (6) was revealed in 1110
grafts. CK+ cells were detected in 3/10 patientsBM before (no. CK+ cells:
10 to 4892) applicationof cth. Despite significantreductionof number of
TuCe (no. CK+ cells: 1 to 120) CK+ cellspersistedin 8M of all 3 pts. after
completionof high dose chemotherapy InfUSionof moab 17/1A revealed
furthertumorcell reductionin 8M to a minimumleVel of 0-20 CK+ cellsper
4 x 10 (6) MNC.

Conclusion:Our data showthat immunomagneticIn vitroTuCe purging
can reducetumorcell loadof P8SC grafts.Immunotherapywithmoab17/1A
might use as consolidationof high nsk breastcancerpts. after completion
of highdose chemotherapy,




