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INTRODUCTION

The relationship between hormones and neoplasia
has been greatly clarified in the recent years

(Blelschowsky end Horning, 1958 and Bonser and Jull,
1960).

Earlier workerg had noted that ovariectomised
mice seldom developed breast cancer, and in 1933
Lacassagne successfully produced mammary cancers in
mice of both sexes by sdministering large doses of
cestrogen. In men hormones ere not ususlly an
important factor in causing cencer (walter, 1974).

However, there are some exceptioms:

(&) grenulosa-cell tumours of the ovary, which
prcduce large amounts of oestrogen, lead to
gr-eat endometrial hyperplasias which may occasio-
nally proceed to carc¢irnoma of the body of the

utexrus.

(b) men whc have unédergone artificial sex change and
have taken large doses of oestrcgen in order 1o
produce breast enlargement, occasionally develop

breast cancer (Symmers, 1968).

(c) men who receive large dosges of oestrogen for
treatment of prostatic carcinoma occasionally

develop breast carcinoma.
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Walter (1974) steted that while hormones play
only a small role in the etiology of human cancer,
they ere perhaps of greater importence in maintain-
ing the growih of some tumours. These are called
hormone dependent tumours. Such neoplasms depend on
specific hormones for their continued growth, and if
deprived of them, undergo regression only to recur

when the hormone is restored.

Phe breasts sre kmown to be responsgive target
organs for oestrogen and progesterone. Hence any
pogsible alterations in the bresst epithelium after
prolonged use of oral contraceptives, i.e. combination
of these twc hormones, must be taken into asccount
(Erb, 13972). Several reports in the litersture deal
with the functional and clinical alterations in the
human breast in women tekirg the contraceptive pills
(Geldenberg et al, 1968; Gregg, 1966 and Schachmer,
1966).

)
In femele dogs contreceptives may induce breast

adenomag,

The cancer-inducing capacity of ocestrogen, ebove
the physiological level, in rodents, is well known and

elready mentioned.
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Metaplestic changes ir the breast of monkeys
treated with ethynerone have also been reported

{(Hertz, 1569).

Breest cancer nanifests hormone dependence in

lesa tham nelf of the affected patients.

In premenopsusal women with cancer breast
cophroreciomy removes the mejor source of cestrogens
and prcocgesterone. Hence it often prcduces e remission
usuelly lesting ebout 6 months, but cccesionelly up to

severael years,

Sileterel adrenclectomy is sometimes performed
at ihe same tize ic eliminete the :tiier scurcs of
these hormeresg. Irn post =menopaussl women hypophy=-

sectomy 1s sometinmes recommended.

Since most ¢ ¢ of Tremgst cancer sere hOIMCOne

mn
[l

=
e

oy

&y

regecreh nex Lren

™m

derendent from the st=xt, mue
unéeriexen tc Zctermine which potients ere most Likely

to reeponé to hormone therapy.

This consists of egseys cf stercids in the
urine. 7The results ere inccncl-isive, and ireatment
is still & matier of triel end error (Walter, 1974).

However, little if eny investigotior were cerried out
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to speculate ovarian changes that may be associated
with and perhaps play & role in the pathogenssis of
breast neoplasms (Stermberg and Gaskill, 1550; Novak
and Mohler, 1953; Schneider and Bechtel, 1956 and
Roddick and Green, 1958).

The aim of the present work is to correlate endomet-

rial chenges, veginal cytology, and ovarian pathology
with breastlesions, so as to elucidate an easier and
rapid histopathological tool for earlier recognition
and suspect of breast cancer. In sddition these
studies may spot light upon the pathogenesis and

prognogis of these neoplasma.

Investigotions in this work ere ¢6arried out
on 130 breast specimens, 129 endometrisl biopsy
specimens, 5 ovarian biopsies and 129 vaginel =mmesrs
taken from in-patients in surgicel department, Ein
Shems University Hospital.
They are classified into the following groupe:
1~ Patients with inflammatory breast lesgiong.
2~ Patients with hyperplestic bremst lesions.
3~ Patients with benign bresst lesions.
4~ Patients with breast cencer.
In 811 groups the following studies will be involved:
1- Histopathologicel examination of the bresst lesionms,
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2~ Endometrial biopsy taken by the suetion curette.
3~ Vaginal smeer for cytological examinatiom.

The last two items will indirecily reflect the
ovarien changes. In the cancer group sectioms
prepered from ovaries removed by oophorectomy

will directly illustrats the ovarian pathelogy.
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LNATONY AID EISTOLOGY O THE BRELST

Tho human breast is an accessory organ of the
reproductive system. Structurally and embryologicelly,

it appears to be g modified swest gland,

The zmammery glends lie directly over the pectorelis
mejor from the second to the sixth rib anteriorly and
Trom the r~ternum *tc the anterior oxillcory line. They
heve the aspect of of e hemisphere in the middle of
whieh there is g prominert pcpilla, the niprle,
surrounded bty an aree of pigmented skin celled the
areola. With adveicing cge, the breacst bLecones some
wnet Tlottened, pendulous, zné¢ legs firm. The gland
iz dngosed in oo lover of fot except in the regic:n of
the nipple cné arecla,

JOTTAE S oCMEnLon TLUNS pexﬂl‘cs novernen

sstericly the fatty ticoue
t

curloce 1z irre—:lor dus to e rresence of noliemy
Titrous creste. Theze frext:i Toirm fhe Leep oiiocnhment
of fitrous serts (2o colled cocperts ligomento).

Jlotperts ligoments rurn bYetreen tle superiicial ond

deep fascie; the ruperficiel fascic is eitached tc

ihe skin. The upper outer gquedront iz thicker than
T -

the remcinder of ithe brecst. I coxnileins the grecter

bulk of the mcrar; par@nchymz hich ey cccount for
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the fact that both benign and malignant +tumours are
more frequent in that site (Hazagemsen, 1971). Sixty
pexrcent of breesst carcinoma arise in that quodrant
(Mershell and Higginbothem!s stestistics, 1965),
Supernunerary breasts with or without corregponding
nipples are observed in wen and women. They ore
frequenily found below and medisl to the normal breast,
overlying the pectoralis major muscle at the anterior

axillary line, or in the hollow of the rxilla.

The memmary glend is nede up of twelve to
twenty glenduler lobes; each one with o ramified
duct, These ducts are irregular cnd tortuous and
travel in the direction of the nipple. Jlose to the

nipple they dilete to foxm the smpullse and then

[o7]

evide 1Liito minute éuc*tz which Tirally erd in coell
onenming In urno nipple. Trhe ducts ond ceini nove twe

AR T, :
SLIroUnl CcOoverings:

1- x imner periductal or periacingr, loyer which io
hormone dependent end increcses in stetes of normal
brecct activity. It contoins few lyaphocytes ond

proliferates in coses of benign fibrosdenocmas.

€=~ .n outer laoyer, *h: perilobulcr connecctive tissue,
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which does not differ from the ordinary fibrous
tissue found else where in the body. It is not
controlled by hormones and does not take an active
rart in any of the pathologic changes which spont-
aneously affect the true breast structures., The
cells of the acini are cuboidal in shape, whereas
those of the lactifercus ducts are colummer. The
epithelial elements of both acini and ducis are
enveloped by a delicate, well defined argyrophilic
collagen sheath or basement membrane., A contineous
leyer of myoepithelial cells lie between the lining
epithelium and the basement membrare best secen in
tie smeller ducts and thins out as it approsches the
ecini ané lerge collecting ducts. The myoepithelisl
cells ere elongated contrectile celles clcsely resem-
bling smccth musele cells. Though they are epi*helisd
in origin. They are srranged spirelly eround the
ducts and they provide & muscular mecheniem for
ejecting milk from aciri end ducts {Richardscn, 1945
end Linzell, 1352). This mecheniem is controlled by
hormonal or metebolic factors. lo innervation of
these cells could be demonstreted by careful histo-
logle studies. COutside the basement membrane, lies
*he elastica which surrounds the ductis and ebruptly

termingtes where the acini begin. Occesionally a thin
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layer of elastice surrounds some ascini and lobules.
The medium anéd large sized ducts are surrounded by

& layer of wnstriated muscle fibres.

The mamery glend varies instructure with ege
and during activity (pregnancy end lactetion).
Cheatle snd Culter (1931) and Cutler (1961) described
the histological appearancs of the breast at the
various stages of life frem birth 3411 menopause.

Morphologic sppearences of the breast at birth.

The development of the breast is not always complete
et the end of 9 months of fetal 1ife., The appearancs
of breests varies. But, common %o &ll breests at
birth, the elastice has formed erocund all ducts.

In scme treests omly few ecini can be seen, and

aucts form the chief rsrt of the glenéd. In some
instences lerge, irreguler shaped colurms of ¢pithe~
liwn may be seern dipring intc ths subcuteneocus tissue
to form future ducts and ecini. In cther instences
the pericaneliculer end perimcinar connective tissue
is enormous in amount, end lymphocytes can be seen
scattered emongst its fibers. Also, epithelial
elements may be wnder going e desquamative hyperplesia.
Wher the two latter conditions are combined in ome

breast, the morphologic appeasrence of a breast at
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birth exactly resembles the condition now commonly
termed "chronic mastitis" of later life. Very
rerely, & type of desquemstive epithelial hyperplasis
nay be seen which we desecribe as being the cystic

type.

Dietrich!s (1927) studies have shown thet in
newborn infents the glards are hypertrophied and
composed of & double layer of epithelium surroumded
by pericanalicular and periaciner tissue of the breast.
Round cell infiltration is = common features, and
its presence ig more indicetive of a physiologic
precess than & pethologic state. In other breasts
the epithelial proliferation may be so great as to
resemble & lactating breast., In its most pronounced
state the mctivity of the epithelium mey be so markasd
and the space in which they ere confined so large that
the observer, without e knowledge of the history,
would feel compelled to consider the possibility of

malignent change.

Between birth and puberty. The breestn is in e state

of qulescence. The lobules have formed, there is very
little pericemnalicular end periacinsgr tissue arnd only
few acini. The epithelium lining the ducts and the

acini is inactive and is not undergoing any form of
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hyperplasia.

At pubertys The memmary glend becomes large in gize
due to deposition of fat and growth of the fibrous

tissue stroma. New ducts snd lobules of acini are
formed and there is hyperplasis of the rexriacinar
and pericanslicular fibrous connective tigsue, smong
which lymphocytes may be present. There mey be
desquamative epithelial hyperplasis in ducts and
ecing.

Histologic structure of e resting breast: The broast

of e sexually mature nonpregnant female is termed a
resting breast. In the resting condition the memmary
giend contains very little glandular tissue and a
relatively large emount of areclar and adipose tissuss.
Each glend is formed of a number of lobes which ere
drained by & corresponding number of lactiferous ducts,
opening on the summit of the nipple. The ducts are
swollen under the areoclsa, where they form the letif-
erous sinuges. The lobes ere divided into Purther
lobules. The intralobular comnective tissue 1s looss,
being formed of cells, a few fibers and prectically

no fat. This is meant to give place for the gland~
wlar tissue during development. Un the contrary,

the interlobular connective tissue is more dense,
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