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This studyshows thaI: 1) ACC is not feasibleas adjuvanttreatment;2)
NA can be safely given at full doses. The phase III trial will start in June
1997.

NP < 0.05.• II < O.Ot, . II < 0.001, • nonalgnlflcatlve

Similardifferenceswere foundwiththe other2 evalua1lons.Inconcluslon.
a significativedifferencebetween 3 versus 8 cycles was observed with
AVCF/AVCFM and NEM. For TNCF regimen. OR was already important
aner 3 cycles. bu1 6 cyclesseem necessary10 ImproveCR and therefore
palhologlcalcompleteresponse(ECCO 8, S13, 53).
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Sequentialadrlamycln(A), docetaxel(0) and CMF In the
adjuvanttreatment(AT) ofbreastcancer(BC)

A. Di Leo'. J. CrownZ,J M. Nogaret
'
, K. Dutty2, S. Bartholomeus',

S. Rowan2 , N. O'Hlggins2 , A. Riva3 , M.J. Plccart' 'Jutes Bordet Institute.
Brussels, Belgium; 2St. Vincents Hospital. Dublin, tre/and;
3RMne-Poulenc Rorer. Pans, France

In preparationfor a phase III trial evaluatingD and dose-intensityin the
AT of BC. we studiedthe feasibilityof these regimens: 1) non-accelerated
(NA): A 75 m9'm2 q 3 wks )( 3-0 100 m9'm2 q 3 wks )( 3 -+ CMF
days 1. 8 q 4 wks )( 3; 2) accelerated (ACC): A 75 m9'm2 q2 wks +
lenograstlm(G) )( 3 -+ 0 100 mg/m2 q2 wks + G )( 3 -+ CMF (as NA).
Radiotherapywas givendurin9'afterCMF. 48 pts are evaluable:19 treated
with NA and 29 with ACC. Pt characteristicsare: median age 48 (29-66),
stage IVIII untreatedBC 4315. 164 and 165 cycleswere deliveredso far in
NA and ACC. respectively.Median relativeclose-intensityis 100% In both
arms. Skin toxicityoccurred in 62% 01 pIs receivingACC (17% G~4)

andconsistedoferythematousplaquesindifferentbodyareas. Skinlesions
appeared duringtrealmentwithA in 24% of cases.
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Optimaldurationof neoadjuvantchemotherapy:3 or 4
versus6 cyclesIn 3 schemesforoperablebreastcancer

S. Charrier,J.P. Ferriere, F. Kwiatkowski,H. Cur~. I. Van Praagh. V. Feillel,
I. Assier.J.O. Bay, J. Dauplat, P. Chollet.Centre Jean Perrin & INSERM
un, BP 392.63011 Ctermont-Ferrand. France

Most studies use 3 or 4 cycles of inductionchemotherapy. In contrast
with adjuvant therapy (most often 6 cycles). From 01/82 to 06196. 283
patients (pts) (stage II and ilia) received primary chemotherapy in our
centerwith3 differentregimens(all dosesmg/m2):AVCF/AVCFM, 157 pts
(adriamycin30, vincristine1 d1, cyclophosphamide300, fluorouracil400
d2-<f5 and methotrexate20 d2 and 4. every 28 cl); NEM, 63 pts (navelblne
25. eplrubicln35. melhotrexate20 dl and dS. every 28 d): TNCF, 43 pts
(THP-adria 20. d1-<f3. navelbine 25 d1 and d4, cyclophosphamide300,
fluorouracil400 dl-<f4, every 21 d). All patientswere evaluated alter 3 or
4 and 6 cyclesby 3 methods:clinical.mammographyand ultrasound.The
clinicalcomplete(CR) and overall(OR) responserates were:
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COLLATE:A collaborativeauthoringtoolforthe
developmentofclinicaloncologyguidelines

J.L. Renaud-Salisl , S. Clamp2, D. Ghani'. S. Archbold'.R. Thomson'.On
behalf of the consortium; 'French Federation of Cancer Centres. Paris;
2Ctinicatlnlormallon ScIence Unit, UnIversity of Leeds; 3MARI Computer
Systems Ltd. GatesheBd, UK

ECOLE/GRIP (European CollaborationIn Oncology Lltersture Evalua­
tion/GettingResearch Into Practice) Is a European project whose goal
Is to develop a telematlcsintrastructureto supportthe developmentand
disseminationof evidencebased. qualityassuredClinicalPracticeGuide­
linesin Oncology.The projectInvolvesNationalCancerOrganisationsfrom
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Antibody-mediatedcytotoxictherapyeradicates
chemoreslstantbreastcancer

JohnGiannlosI, Lydialoannidou-Mouzaka2 , Michael Yiannios3 .' St.
Anargirl HospItal. Kifissia, Athens; 2 "Leto·MaternIty Hospital. Athens;
3Asclepeion Medical Center. Dept. of Gynecology, Heraclion. Crete.
Greece

Breast cancer Is one of the most fatal cancers due to Its extremely high
chemoresistance.Highlymetastaticbreastcancercell lineextractedby the
collagenasemethod from human malignanttissue has exhibitedaberra­
tionsof the p53 tumoursuppressorgene by PCR-SSCP analysis.Further­
more, PCR has exhibitedhighexpressionof MRP gene. lowexpressionof
bax oncogene and overexpression01 the tyrosinekinase receptorerbB2
(HER-21neu), whichis a functionalmembraneprotein.playingan important
role in the pathogenesisof breast cancer. Monoclonalantibodiesdirected
againstc-erbB2 have been conjugatedon the surfaceof Iiposomes.In the
lipophilicbilayer01 these immunoliposomeswe entrappaclltaxelmolecules
and we incubatewiththe tumourcells.As controlswe incubatetumourcells
withemptyliposomes.Alter Incubationfor the test sampleswe observeby
PCR upregulationof bax oncogene.Furthermore,analysisbyTEM exhibits
morphologicaleVidence of liposomal binding onto the cell surface, and
subsequentendocytosisleadingto Iysosomes,wheredisintegrationof Iipo­
somes occurs, releaSing paclitaxelmoleculesInto the cytoplasm,exerting
theironcolyticaction.

Furthermore,morphologicalapoptoticsigns are observed, such as py­
knoticnuclei,condensedand marginatedchromatinof the nucleusforming
distinctcrescents,segregatednucleus.cell shrinkage.densernucleusand
cytoplasm. cytoplasmicmegavacuolizationand budding of cell surface.
resultingIn the formation01 apoptoticbodies. Also, these resultsare con­
firmedbiochemically.where metabolicactivityis reducedaccordingto MTT
analysisand DNA synthesisis proportionallyreduced accordingthe BrdU
analysis.comparedto controlsamples.

Conclusion:We achieved to eradicate chemoresistantbreast cancer
cells by targetingspecificallyimmunoliposomes.circumventingdrug efflux
pumps such as MRP, and protectingchemotherapeuticmolecules from
biologicalmilieuInteractions.such as HDL attach or albuminbindmg.Most
importantly,thisapoptoticinductionisindependentofp53 mutation,probably
due to upregulationof bax-genecaused by paclitaxel.
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Frequencydomainlaserscanningmammographyof the
breast- Firstclinicalevaluationstudy

K.T. Maesta. S. Totkas. S. Fantinil • H. JessZ, M. Kaschke2 , P.M. Schlag.
Dept. Surgical Oncology, Robert R&isle Hospital and Tumour Institute,
HUmboldt-University, Berlin; 2Carl Zeiss. Obericochen. Germany;
,Laboratory of Fluorescence Dynamics. UrlJana, IL. USA

We recently demonstratedfeasibiltyand contrastfeatures of frequency­
domain laser scanning mammography(FLM). We now report the first
clinicalevaluationof thisnew diagnosticmethod.

The FLM Instrumentwas eqUipped with two laser diodes. emitting at
690 nm and at 810 nm. modulated at 110,080 MHz and 110,100 MHz
respectively.Breastscanswere performedIn a reproducibleslab geometry
In two perpendicularviews. AmplitUdeand phase signalswere measured
bylock-InamplifICationandheterodynedetectionforeach pixel.Edge-effect
correctedImages (N-algorithm)were calculatedbased on both amplitude
and phase signals. Positivityof FLM was judged by two independent
revlewars,if correlatingimageswere discemibleon bothviews.

133 symptomaticpatientswere Investigated,92 ofthose(59 mellgnant20
benigntumours,13 mestopathyonly)are evaluableforcorrelationbetween
FLM andhistologicalresults.FLM revealed2J9 non-Invasivecancers,37150
Invasivecancers. 3120 benign tumoursand (){13 mastopathylesions.213
mammographicallyoccultcancerswerevisualized.Therewasnocorrelation
between FLM Imagingcontrastand radiologlcelcontrast,tumourgrade, or
age ot the patient.

FLM providesindependentand complementaryInformationto conven­
tional imaging. The reproduciblegeometry of the system will allow tor
furthertechnologicalimprovementsas to sensitivlly.I.e. by 3-dirnenslonal
reconstruction.




