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RECENT DIAGNOSTIC AND
THERAPEUTICAL APPROACH ABOUT
ON EARLY BREAST CANCER USING
MONOCLONAL ANTIBODIES AND
FLOW CYTOMETRIC ANALYSES

R. Fiorito, G.M. Pigliucci, D. Venditti,
F. Giudiceandrea, B. lorio, A. Fiore, V. Cervelli,
V. Vittorini, C.U. Casciani ‘

Clinica Chirurgica, 1T Unwersita Tor Vergata, Roma (1)

Given the high incidence and persistent mortality of breast cancer, it is
armdatory to estzblish reliable methods of diagnosis and fitked protocols of

- follow up 8o far the conon effart to vender a precise diagnosis of the disease

in its early stages as wundabetly produced positive results. A widely acceptad
approach, for instarce, inplias history, physical exaninalion and mommography
follaved in cases considercd suspicieus by CT guided asplration bicpsy.

In aur cpinicn this is the best approach to breast cancer espectally for
patients at risk { because of their family, history, age, nulliparity, history
of severe mymary dysplasia } so that it is recorended by the Eurcpean Group
For Dreast Cancer Screening  in order bto carry out relisble protocols of
screcning, such a check up should be performed every 2-3 years, We are currently
evaluating the accuracy of new diagnostic methodologies which do ot require

the use of radiations such as : ultrasound associated with fine newdle aspiration

bicpsy axd diaphancscopy, however the results in terms of sensitivity and
specificity are not comparsble to the onss chtained by mammogrepty. Despite
the high specificity of the radiclogic diagrosis, we noted as other authors
reported previcusly that metastases from an ocqult breast carcinoma

{ meaning a carcinoma not detectable by X- rays ) are infrequent, however
present in the 0.5 - 7 % of the patients. More specifically the anatomic sites
more often involved are respectively the lungs, chove the disphragma and the
pancreas beneath the digphragra. Metastases from occult breast carcinoma are
present in the axillary limph nodes in the 0.3 % of all cases and in the 0.5 %
of cases My, We must also tske into accant, as stressed by Mystrom arx] others
{ 1977 § that often the dissemiration to the metastatic sites of oceult
carcinamas differs {rom that cbserved in cases of clinically manifested tumors.
As a matter of [act bony metastases are present in 50- 80 % of patients With
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clinically evidmtb breast cancer, whercas they ocour enly in the 33 % of
patients with occult disease.

It is mwwhtory that the prisory byor be fond i order o avold possible
camplications and to promtly esteblish a terspeutic reginen a@ble bo improve
the patients swrvival. Beside the above menticnad tests, the use of ultrasond
and CT scan is inportant in order to rule out the involvient of clasaical

sites of metastases from breast carcinoma, such as liver, lung, pancreas, bores
and brain.  labely, the introduction of moncclecal antibxdies cipable of
binding to specific gliceproteins present in the necplastic tissue as alloxed
to bettor datect both primary tunors and metastases ly visualizing neoplastic
foei olherwais not evident. Particularly, a recent bresktrough is represented
by the follawing monoclonal antibodies { tobs ) @ anti- MCA, anti- CA 153

ang b ER-D5. All of them are antigens associated with breast carcipaia, more
specificatly the D-5 is a protein linked to the estrogen receptor. As a
consequence the Mab ER-DS is specific only for ( ERs ) huran tissues and is
therefore a relizhle marker for breast carcincra. It is cur beliel that only

by developing new diagnostic methodolegies such as the cne abowe menticned, and
carbining T4 and Flow Cytometry, we can accomlish a better staging of cancer:
we could than not only rerkler a diagnosis of carver disease at a cellular level,
but also choose on adeguate therspy ( inmmotherspy, monoclenal antibedies ) to
fight a disease that in our cpinien should be considered as  sistenic fron the
beginning. In addition to the monoclonal antibodies, we thirk that it is ne-
cessary to develep other techniques such as:

A) markers both morfolegical and circulating

B} proliferative kinesis

€} Clow cytometry and ploidy

in order to define the relaticnship boetween the biologic apmessivencss and
clinical bohavior of necplastic disease, The proliferative activity of the
necplastic cells determined on the basis of [t syntesis, either by fFlaw Cy e
try or by the incorporation 3-H thymidine, can thon be shdied in order o
achive a dyvmic staging of the ncoplasia and could therefore represent. the
elcctive approach to an early disgnesis of cagcer in casces of severe ooy
dysplasias. More specilically, the s analysis by flow cytametry, is of great
rilevance as to the clinical progposis of the disease. As a mitler of fnet Lhere
is an kbt correlation between ploidy of mlignant cells, size of the tumor
arxl long torm survival, The diploid cells, for instance, are associated with

a maller sive of the primary tumr, as well as betber prading ardd staging
carpared to what doserved in carcinoms made 1p of aneuploid cells, There is
also a correlation between ploidy and hormonal status of the patieat: in
particular because of the presence of estrogen receptors, assessed in the 4
of cases, it is been possible to start a more fitted hormenotherapy. lastly, we
noted both prolonged disease free interval ard longer short Yemm survival in
patients with diploid breast carcinom carpared to those with anauploid carcincma.
Once icentifie the patients at risk cn the basis of their age, fanily history,
hormonal status, parity, history of breast feeding......, in the presence of
suspicicus mammogrephic findings, we consider wefud to esploy specific
reaocicnal antibodies in order detect primary breast carcinanas which could not
be diagnose otherwise. This methodolegy could be applie also to those patiens
carrying a diagnosis of severe mitifocal dysplasia on the basis of mnmographic
eviderce of librocystic disease with microcalcifications which migth hide
multiple foci of cancer.In cases with suspicics mamegraphic findings it is
recessary to perform, whenever possible, an aspiraticn fine neadle bicpsy,( FIAB )
vilich can be either stereotassic or guided by ultrascund in order o chtain
ercugh tissue for flov cytaretry and eventually 1dentify an incipient prolifera-
ticn of necplastic cells. It is also possible to apply modermn techiniques of
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imrchistechanistry to FNAB to better evaluate those patients presenting, at
menrography, with suspiciods nodules or with sovere dysplasia, as to their pro-
gsis. More specifically, the inmmopercssidase technique, by emlaying Fabs
specific for the hommone receptors, allows as to detect their presence in the
necplastic cells in order to:

1) classify the incipient necplastic disease

2) determine the hormonal status of the patient

3) chocse an adeguate therspeutic protocol. )

In addition the test with Mebs, can be performed on patients with metastases from
wiknown primary £o rule out an occult breast carcinama as well as on patients
with history of breast cancer surgically revoved to eventually diagnose occult
micronetastases. Lastly specific monoclonal antibedies, can be used at the time of
surgery, to obtain a more precise staging as well as to carry cut: redioimmano-
guided cperations. As a matter of fact a recently introducéd monoclonal antibody
( B72.3 ), if used before surgery, allows to determine not only the size of the
turor, but also the preserce of distant metastases and to select, subsequently,
the most adaguate treatment. More specifically, this nes Meb ( 8 72,3 ), of
murine origin, seams to be specific { 8592 % ) for the surface antigen TAG-72
present on the breast carncer cells. After marking it with I-125 , this Mab
works as a tracer and can therefore be injected 15 20 days before surgery so that
intracperatively, it is possible to detect throgh a neoprobe sistem 1000 the
poma rays emitted by those necplastic cells which are baund to the complex
Mabs - I-125.

In our opinion this new metodology, mot only contributes to better define the
extension of the primary bumor, but also alloss to perform a nes surgical proce-
dure, the Radioimmnoguided Surgery which is more relisble as far as the size

of the nooplasm as well as the occult micrometastases are concerned. Such a
pmcéckcre either by itself or in association with other therapeutic modalities
could becane the elective treatment of manmary carcinoma as to removal of the
primry tumor, recurrence ard micranetastases with subsequent inprove of the
survival.
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