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ABSTRACT

Breast cancer in pregnancy (BCP) is relatively rare with an incidence of 1:3000 to 1:10 000 births. Breast cancey i,
pregnancy is second most frequent among malignancies in pregnancy, right behind cervical cancer. The diagnos.
of BCP is made if the condition appears during the pregnancy, or during the first year after delivery, with some
variations in the duration of the postpartal period that is taken into concideratrion, varying from 6 months to
2 vears. Most of the tumors are adenocarcinomas, scirus, colloid or anaplastic. As in all cases of breast cancey
outside pregnancy, biopsy is a “gold standard” in the diagnosis of this condition during pregnancy. Immaging
diagnostic techniques have limited aplication either because of the increased faulse positive rate or lower
sensitivity. Pregnancy termination does not represent an efficiant terapeutic alternative. Surgical treatment s
a supreme therapeutic procedure in the treatment of BCP. In patients that have been diagnosed during the laie
second trimester, optimal treatment comprises of disection of the tumor mass and axillar lymph nodes, followl
by delivery and radiation therapy.

We are presenting a case of 34 years old patient with poorly differentiated invasive breast carcinoma, Staee
HIC, during the late second trimester. After the surgeri the delivery was postponed until the 37" week. Throug
presentation of this case we've tried to show, that there is an open posibility to postpone the delivery in patients
in which the diagnosis was made in the late second trimester for until the late third trimester or even until tw

EDD., and yet not to compromise overall prognosis for the patient .

Key words: Breast cancer , pregnancy, biopsy, delivery , radiation therapy.

INTRODUCTION

Diagnosis of breast cancer in pregnancy (BCP) is relatively
rare. The incidence of this entity ranges within the
limits of 1:3000 to 1:10 000 births (1), with an increasing

concideratrion, varying from 6 months to 2 years (5,6).

If you consider the histological changes in the brest tissue
that appear during pregnancy by the influence of the
pregnancy hormones, and if we take into account that the

rate, wich can be explaned by the fact that increasing
number of women by choise or by circumstance are
becoming pregnant later during their reproductive
period. According to the statistical data, breast cancer in
pregnancy is second most frequent among malignancies
in pregnancy, right behind cervical cancer (2,3,24).

In most of the cases, breast cancer in pregnancy is
presented as a painless palpable mass in the gland tissue,
associated with niple disscarge that emerges form time
to time. However, one should have in mind that in almost
80 % of the cases, manifested changes are of benign
nature (4).

Most of the authors think that the diagnose of BCP is
made if the condition appears during the pregnancy, or

during the first year after delivery, with some variations
in the duration of the postpartal period that is taken into
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overall mass of the brests is doubled, than it becomes very
clear that making a diagnose in these patients is quite
difficult. Hence, the diagnose is delayed for 1-2 months
comparing to the non pregnant women. On the other
hand, breast cancer can grow rapidly during pregnancy,
and metastases in the regional lymph nodes can appear
very early. [t is yet not clear, whether it is a consequenct
of the delaying the diagnose, increased vascularisation.
hormonal influence or immunosuppression activatcd
during pregnancy. According to the results of som¢
studies, possibility for presence of distant metastases by
the time the diagnose is made, is 2.5 times higher. In 5(_1
83% of these women byd not b the time the diagnos¢ &
made, affected lymph nodes can be found. (2,6-11)

Most of the tumors are adenocarcinomas, scirus, colh;ld
or anaplastic (75-90% are ductal carcionmas). In 1"
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=0 that the pathologist can ke into consideration the
anpearing phsiolngical hvper proliferstion (19-23),

TREATMENT

Fragnancy termination does not represent an efficiant
terapentic alernative. Up until now experience and data
from studies have shown that overall prognosis doesn't
mmrove with termination of pregnancy and by applying
standard therapeutic protocols. Even in cases with
advanced disease, terminating pregnancy and performing
bilateral oophorectomv for reduction of hormonal
sumuiation of the malignant tissue, didn't produced
expectad improvement in the survival rate (25,26,27).

Surgical treatment is a supreme therapeutic procedure
In the treatment of BCP. Risks associated with this
Therapeutic modality include possibility for miscarriage
anf preterm delivery. Approximately 03-2% of all
Tragnant women are submitted to invasive procedures
during pragnancy, starting with biopsy ending with major
surgical procedures (28).

Breast surgery is considered 1o be relatively safe during
pregnancy. Mastectomy in combination with armpit
fvmph nodes dissaction is an optimal surgical solution in
patients with stage | and 1 of the disease, as well as in
patients with advanced stage disease (Stage I11) that want
to continue their pregnancy. Mastectomy eliminates the
necessity for radiation treatment in early stage disease,
considering the existing risk to the fetus. On the other
hand, dissection of the axillar lymph nodes, provides a
possibility for determination of the nodal status which is
very important in making decision for the postoperative
chemotherapeutic protocol (14,29).

In patients that have been diagnosed during the late
second trimester, optima treatment comprises of
disaction of the tumor mass and axillar lvmph nodes,
followed by delivery and radiation therapy. I the diagnose
is made early in pregnancy it is opcional to perform so
called breast-conserving surgery, and than, after the
first trimester is over to apply chemotherapy, followe by
radiotherapy in the postpartal period (30,31,34).
According to the individual approach, it is posible to
deliver the baby by elective C-Section, when appropriate
fetal maturation, mostly reffering to fetal lungs
matiration, is achieved.

Radiation therapy, by defualt, is not applied during

pregnancysinceit representsasignificant risk tothe fetus:
first, because of the posible teratogenic effect, including
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the possibility fordevelopment of fetal malignant tumors
a 1}(1 blood malignancies in the newhorn, and than because
of the toxic effec of the radiation which depends on the
stage of fetal developement, applied dose, intensity and
distribution of the radiation.

Pnsfhﬂily for fetal loss is at its highest point during the
preimplantation period (0-9 days after conception), and
radiation induced malformation appear il the exposure
lakes place during the period of organogenesis (15-50
days after conception). Intrauterine grouth restriction,
mental dissability and radiation induced carcinogenesis
appear in corelation with radiation exposure during the
first trimester,

I stantdard radiation therapy protocols of 5000 rad (50
Gy) ave applied, the dose of fetal exposure goes from 3,9 -
15 rad (0.039-0.15 Gy) during the first trimester, up to 200
rad (2 Gy) by the end of the pregnancy, when the growing
uterus gets closer to the diaphragm. In any case these
doses of fetal exposition are higher than those concidered
to be safe (0.05 Gy) (32,33,35).

As far as chemotherapy is concerned, all of the
chemotherapeutic agents are classified as Class D,
according to the US FDA regulations for safe medications
in pregnancy, which practicaly means that they belong
to a group of drugs that are concidered to be dangerous
and with teratogenic elfect. Still, if the period of
organogenesis is passed over, large number of studies,
up until now, have show rather high safety profile if used
during pregnancy (36-40). Most [requent complications
associated with the use of chemotherapeutic agents
during pregnancy are; preterm delivery, intrauterine
growth restriction, low birth weight, transitury apnea
and transitory leukemia of the newbon. Long term
elfects of the chemotherapeutic agents to the offspring
are not well defined yet (37,40-42). Standard therapeutic
protocols for treatment of BCP include Doxorubicin,
Cyclophosphamide and Fluorouracil. Defining the dose
of the agents during pregnancy is aditionaly complicated
by the increase of the plasma volumen, kidney-liver
function, decrease of the plasma concentration of the
albumen fraction and reduction of the gastric secretion,
as well as with the possible influence of the amniotic
space as an additional comaprtment(36,44 ),

PROGNOSIS

Prognosis of the BCP has changed radically compared
with the early beginings and first published cases. Today,
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it is considered that tha final outcome is as sime ag iy
the non pregnant population, modified according to 1
and stage of the discase, The rate of five year sn_,;--n'.‘,a]’;_’
57-82% in pregnant women compared to 56-82% in noy
pregnant women. Minimal differences appear whey,
lymph nodes status is discussed (47% of pregnant wope,
and 59% ol non pregnantwomen are found to have positiy,.
lymph nodes)(2,9-11,15,45-47). The question of pregnanc,
following previous pregnancy complicated by BCP sty
still unanswered, because there are no data from releyay,
studies that can put some light on the subject. Data frop,
limited number of cases which were published up untjj|
now, suggest that the pause between the pregnancy
complicated by BC and following pregnancy should not
be shorter than 2 years, Some oncologists recommend
that the pause should be at least 5 years in patients who
have had stage 111 disease, and do not recommend getting
pregnant ever in patients with stage [V disease. (5,48-50)

Anyway, decision sholud be based on the posible wors
case scenarion in case of reappearence of the disease
during or after the following pregnancy.

CASE REPORT
Our patient is a 34 years old G3 P2 Ab0.

During the eigth month of her pregnancy (28-32 w.g) she
has noticed a presence of a lump in her right brest, and
after consulting her family physician, she was referred
to a radiologist. Ultrasound of the brest was done, and
the finding was as [ollows: In the lower lateral quadrait
of the brest, large heterogenous formation with iregular
shape is present, 4x2.5 cm in diametter. No changes in
the ipsilateral axilla were detected. The contralateal,
left breast appeared nomal on US. Because of the actual
pregnancy, mammography was not performed.

Alter the ultrasound examination, fine needle aspiration
biopsy was performed. Hystopathological analysis of the
tissue semple confrmed the suspition of malignancy.
Large number of single cells and cell groups were seen
in the tissue semple with distigushed caracteristics of
malignancy (Cytology gruop V).

After the hystologyc verification, patient was admitte!
at the university clinic for obstetrics and gynecology i
Skopje, with primry intention for the pregnancy to be
terminated by giving birth, so that surgery on the primaiy
process can be performed, by vecomendation of the
surrgeon, The patient was in her 34™ week of pregnancy:
Delailed evaluation of the pregnancy wasdone. Since there




was no obstetrical indication for delivery, consultation
with cardio-thoracic surgeon was made, the decision for
delivery was postponed and the patient was refered to
the university clinic for cardio-thoracic surgery in Skopje.
The ide a was to make a mastectomy with axillar lymph
rede dissection, and alter the surgery to evaluate the
condition of the pregnancy and to postpone the delivary
[or as far as posible to the estimated date of delivery.
Aditional oncologycal treatment of the carcinoma was
planed for after the delivery.

Following adequate preoperative preparation operative
ntervention was performend. Radical mastectomy,
Madden modification has been performed at the
University clinic for thoraco-vascular surgery in Skopie.
No intraoperative nor postoperative compplications were
registred. Patient was released at the third postoperative
day with good general condition. Tissue material that
was extirpated during operation comprised of mammary
tissue of the right breast with overlying skin, 13x7 cm
in diameter, fibrous and fatty tissue 4 cm high and
muscle tissue with dimensions 10 x 6 x 2.5 cm attached
to it. Tissue sample from the right armpit comprised of
fatty tissue with dimensions 9 x 4 x 3.5 cm, containing
14 lymph nedes, 2 x 0.4 cm. Dissection of the mammary
glendular tissue showed a presnce of a gray tumor
mass in the lateral quadrants 45 x 43 x 3 em. With
microscopical analysis, this tumor tissue presented as a
poorly differentiated invasive breast carcinoma, whereas
the microscopical evaluation of the lymhoglandular tissue
of the right axilla showed a presence of metastases in all
of the 14 lymph modes one of which had a pennetration
threugh the capsule. According to this finding the disease
was in Stage IIIC, and the deffinitive postoperative
clasiffication was declared as it follows: pTNM = pT2 pN3
pMx G3 C4, Stage IIIC.

Followint the opperation the patient was admitted at
the University clinic for obstertics -and gynecology in
Skopje. According to the data on last menstrual period
(LMP) the pregnancy was in its 36% weck of geastation.
Ultrasound examination was performed. A singelton
pregnancy was confirmed. Fetal biometry results were
as follows: BPD=101 mm, AC=326 mm, FL=73 mm, HL =
62 mm, placenta lieing on the posterior uterine wall. The
fetus was in vertex presentation. After 7 days spontaneus
contractions were established and the patient gave birth
to a healty baby boy weighing 3450 gr and 50 cm in length.
Apgar score, 8 following 1' and 9 in 5. 48 hours after the
delivery, the mother ant the child were released from
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the hospital. The mother was advised to take ablactation
therapy (Bromocriptine 1.25 mg / 12h).

Two weeks after the delivery ultrasound of the abdomen
and radiography of the chest and the spine were
performed. No evidence of metastatic deposition in the
liver, lung or spine were found.

By the period when this report was finished, the patient
was in good general condition with no sings of recurence
of the primay illnes.

DISCUSION

As mentioned erlier in this paper, supreme therapeutical
option for BCP is surgery, consisting of radical
mastectomy with lymphadenectomy in the ipsilateral
axilla. (14,28,29) Most of the autors reccomend postponing
the delivery after the surgery until fetal lung maturation
is achieved, espetialy in patients in which the diagnosis
is made in the late second trimester. However, there is
no general standing on the appropriate gestational age
for delivery once maturity is reached. Never the less,
in most of the cases delivery is acomplished right after
maturation in order to provide conditions for begining of
the radiotherapy and chemotherapy as sson as posilble.

Through presentation of this case we've tried to show,
that there is an open posibility to postpone the delivery
in patients in which the diagnosis was made in the late
second trimester for until the late third trimester or
even until the EDD, and yet not to compromise overall
prognosis for the patient. Wheter there is a posibility
for postponing the delivery util spontaneus onset of
contractions, as in our patient, or actions of induction of
labour should be undertaken EDD is aproaching, is still
to be debated. However, in our opinion, this posibility -
shoud not be dissmissed, espetialy when the patient is a
multiparous.
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FAPIITHOM HA JI0JKA BO TEK HA BPEMEHOCT - [TPHKA3 HA CJ1Y'IA)

JosaunoBa [1., Koyockn I, Cemamu A.2

! YHuBep3nTeTCKa KIMHMKA 3a THHEKo/IorHja M akywepcrso - Ckonje, P. Makejionuja
? Omurra 6omuua - Foctuap, P. Makejionnja

ABCTPAKT

KapumsomoT Ha 7ojKa Bo TeK Ha bpeMeHoCT e peraTMBHO peslok, co MHLMaeHia o/ 1:3000 s10 1: 10 000 noposynaka [1o
csojaTa GpexseHLyja ce Haora Ha BTOPOTO MECTO NOMery MasuriuTe 3a60n1yBaiLa BO TEKOT Ha HPeMEnoOCTa, Beiial i
LepEMKATHHOT KapUiHoM. [lujarHosata Ha 3a601yBaeTo ce NocTaByBa JIOKOMKY HCTOTO C¢ MalMPeCTHRA BO TEROT 1)
BpemenocTa MM BO TEKOT Ha NPBATa roAHHa 110 NOPOAYBAILETO, CO BAPHJALMH KON €e OfHECYBAAT A HOCTIATaANNOT
neproa Bo uTepean o 6 Meceuy s10 2 roguiy. Hajronemuor 6poj oyt KapusHoMuTe ce afle HOKaPLUHHOMI, CRIPOIIM,
KOTOMIHK My aHamnacTuysn. Kako M Bo ciyuanTe Ha MaMapeH KapiMHOM Kaj HeDpeMerure meni, Tarka i opjle,
-271aTEH CTaH1ap/l” Bo AMjarHo3aTa NpeTcTaBysa TeHKo uraedara Guoncuja, BHOyenmsauue ke JAarioc i setozm
MMAAT OrpaHM4yeHa alyIMKaTMBEHA BPEJIHOCT KAKO 3apajii HUCKATA CeHIMTHBIOCT, TAKI W SapAJI oae Myniiuero
Ha CTaNnKaTa Ha NakHO NO3MTUBHW pesyntatd. Tpekunor Ha Bpemerocta ne npejctasypa estiactia Tepanme i
anTepHaTHBa. XMPYPLUIKMOT TPeTMaH NPe/ICTABYBA MMITEPATHE BO /TekyBaiLeto, Kaj naumeknre, kaj ko ijariosara
€ MNoCTaBeHa BO TEKOT Ha IOUHHOT BTOP TpHUMECTAp Off GI)L’ML‘IIOCTH, OIMTUMAITHOT TCPATMCKE DPHCTAETo COUMMypaaT
AVCEKUM]E Ha TYMOPCKATA MAca M akKCHIapHuTe TMMGHM JasiM, Ha 1o Ke ce HaJlos e NOPOIYBIILE i pajiore par i

Ogoj npura3s Ha cayuaj onuinyea 34 rofMiiHa NaMenTa co J0uo Judhe peHpan MHBAITMBEH MAMAPEN KADIIHOM,
Cramaym 1IC, aujarHocTHuMpan Bo AI0UHMOT BTOP TpuMmectap. [lo clipobepesata  xupypusci wrepneiim)a,
nopoayeaweto Gewe omioxeno Ao 37-ta rectapcka wepena, Co npesenratjata Ha oBoj ciyual, ce obhonse /i
NOKAKEME JIEKa NOCTOM OTBOPeHa MOAHOCT 33 O/UI0KYBAILe Hi NOPOJYBANATO Kaj OB Fpyia ua nanein o
AOUHHOT TPET TRUMECTAD Na IYpH U 10 BEPOJATHHOT TEPDMUH 34 Hopojlysalse, Gy FIPM TON JU C Sarpoam (HPOrHonari
Y MO3IMTUBHUOT UCXOJ] KA] NALMEHTRATA.

Knyunn 36oposn: Kapumnomor na jlojka, Gpesenoct, TeHko winewira Gnoneija, nnpu;un.ma- p.uumwpum“
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