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Abstract

Breast cancer is the first cancer of women in the world. With nearly 1.7 million new cases diagnosed each year around
the world, breast cancer is the most common cancer in women and the major public health problem. In Morocco, its
incidence continues to increase. Its occurrence is a dramatic event in a woman's life, it is still unhappy and difficult to
accept when it is a young woman. This is a retrospective study of 93 patients under 35 years of age with breast cancer
who were recruited to the Gynecology and Obstetrics 1l Department of Hassan Il University Hospital in Fez, Morocco,
over a period of 5 years. The purpose of the study was an analysis of clinical, therapeutic, evolutionary and prognostic
data for breast cancer in women aged 35 and under. The prognosis of breast cancer in our young patients is unfavorable,
seems to be related to an advanced stage of the disease, but also a particular biological profile, as well as the data of the
literature.
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INTRODUCTION

The definition of young age in women with
breast cancer is not unambiguous. Different studies
have defined a "young" woman as corresponding to a
woman under 30, 35, 40, 45 years old or simply not
premenopausal. In the United States and Europe, the
incidence of breast cancer in women under 35 is around
3% [1]. In Morocco, its incidence continues to increase.
Its occurrence is a dramatic event in the life of a
woman, it is still poorly felt and difficult to accept when
it comes to a young woman. The forms are more
aggressive and the diagnosis is more difficult because
of the mammary density, the mammography is
therefore less efficient. The occurrence of breast cancer
at this age may pose psychological problems, but also
problems of fertility and sexuality in connection with
the aggressive treatments delivered [2]. This
retrospective work aims to study the different
epidemiological, clinical, pathological, therapeutic and
prognostic aspects of breast cancer in young women
aged 35 and under.

MATERIAL AND METHOD

This is a retrospective study spanning a period
of 5 years and involving 93 cases of breast cancer in
young women aged 35 and under who have been
managed by the department of Gynecology and
Obstetrics and as well as the department of Oncology of
Hassan Il University Hospital in Fez. All cases were
confirmed histologically, 2forms were bilateral.
Methodologically, all the information was centralized
on the Access software, which allowed the analysis of
the results.

RESULTS
Epidemiological and Socio-Economic Characteristics
During the period in which the study was
conducted, approximately 1275women were diagnosed
with BC, 93 of them were under 35 years of age; which
represents, statistically, a frequency of 7.29%. The
average age was 31 years with extremes of 17 and 35
years. Median was 30 years oldand whose age group
between 31 and 35 years was the most affected. The
epidemiological and anatomical clinical characteristics
of the patients concerned are well summarized in Table-
1.
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Antecedents
Gynecological Obstetric Antecedents

The age of menarche was clarified in 22
patients, of whom 14 or 15.05% had a menarche at an
age> 12 years. The parity was specified in 51 patients
with a predominance of pauciparity and nulliparity with
respective rates of 37.63% and 11.82%. The age of first
pregnancy in patients was 22 years on average with
extremes of 16 to 35 years. Contraceptive use was
specified in 10 patients of whom 5 or 5.37% confirmed
oral contraceptive use for an average of 8 months. The
notion of exclusive breastfeeding was collected in 30
patients or 32.25% and this for a period of 22 months.

Family history of Breast Cancer

Seven patients (7.52%) had a family history of
breast cancer: two in the first degree and five in the
second degree.

Clinical Data

The average time of consultation was 9.17
months witha proportion of 43.01% of patients
consulted beyond 6 months. The reason for consultation
was a mammary mass in almost all cases (88.17%).
Pathology most often involved the left breast (55.91%).
Bilateral involvement was observed in 2 patients
(2.15%). A predominance of T2 forms was observed in
34 patients, (36.55%), followed by T1 forms in 29
patients (31.18%). Ganglionic involvement was noted
in 42 patients (45.16%), whereas metastasis was present
in 17 (18.27%) of patients. The clinical characteristics
of the patients are reported in Table-1.

Anatomo-Pathology and Immunohistochemistry

The histological study found 83.87% of ductal
carcinoma infiltrant (CCI). Some rare histological types
were also found (Table-2). The immunohistochemical
study in 47 patients found positive hormone receptors
in 38 patients (40.86%) and HER-2 oncoprotein
overexpressed in 18 patients (19.35%).

Therapeutic Management
Chemotherapy

It was performed in 67 patients (72.04%); she
was neoadjuvant in 26 patients (27.95%) for locally
advanced tumors of which 17 patients were metastatic
(18.27%).

Surgical Treatment

We performed primary surgery in 67 patients
(72.04%) and post-chemotherapy surgeryin 11 patients
(11.82%). It was radical in 40.86% of them and
conservative in 20 patients (21.50%).

Other Treatments

Hormone therapy and radiotherapy were
performed in 59.13% and72.04% of patients,
respectively. Theanatomo-pathological and therapeutic
data are reported in Table-2.

Evolution and Prognosis

The overall survival time was calculated
between the date of the diagnosis of breast cancerand
last consultation, 42 patients were lost to follow-up, 13
patients died due to their metastatic status (pulmonary,
bony, Hepatitis) and 38 patients alive, overall survival
at 5 years was 69.96%.

Table-1: Distribution of patients according to epidemiologic and clinical characteristics

Variables Number Of Cases | Percentage (%)
age (years)

<21 2 2.15%
21a25 2 2.15%
262430 12 12.90%
31435 77 82.79%
Family history of breast cancer

Yes 7 7.52%
First degree 2

Second degree 5

No 86 92.58%
Consultation time (mouths)

<lImois 12 12.90%
1mois_3mois 20 21.50%
3mois_6mois 21 22.58%
>6mois 40 43.01%
the breast reaches

right 39 42%
left 52 55.91%
bilateral 2 2.15%
Stage T

T1 29 31.18%
T2 34 36.55%
T3 6 6.45%
T4 24 25.81%
Stage N

NO 51 54.83%
N1 36 38.7%
N2 5 5.37%
N3 1 1.07%
Stage M

MO 76 81.72%
M1 17 18.27%
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Table-2: Distribution of patients according to histologic and therapeutic characteristics

Variables Number Of Cases | Percentage (%)
Histological type

CcCl 81 87.09%
CIS high grade 6 6.45%
phyllode tumor grade 3 3 3.22%
CCI+CIS 3 3.22%
Expression of hormone receptors (N = 68)

Positif 55 59.13%
Negative 13 13.97%
Overexpression of oncoprotein HER-2 (N = 68)

Overexpression 40 40%
absence of overexpress 28 30.10%
Chemotherapy

Neoadjuvant 26 27.95%
Adjuvant 17 18.27%
Surgical treatment

conservative treatment 20 21.50%
radical treatment 40 40.86%
Radiotherapy

Yes 67 72.04%
No 11 27.96%
Hormone therapy

Yes 55 59.13%
No 38 40.87%

DISCUSSION

Recent literature identifies a group of "very
young women™ patients with breast cancer before the
age of 35. In terms of epidemiology, about 2% of breast
cancers occur before age 35 in industrialized countries
[1, 2]. The analysis of European registers reveals a
moderate (+ 0.65% per year in France), but constant,
increase in the incidence of invasive cancers in this
group of patients [3]. Young age is recognized as an
independent and unfavorable prognostic factor, with a
significantly greater risk of recidivism, both locally and
remotely. The establishment of a specific pathological
profile must be investigated to improve the therapeutic
management [4].

Clinico Pathological Characteristics at Diagnosis

As routine screening by mammography is not
intended for these patients, the reason for the
consultation is most often the palpation of a nodule or
the modification of the appearance of the breast. The
clinical size of the tumor at the first consultation is
often large, on average 3 cm. There is frequently
axillary lymph node involvement. There are tumors of
higher histological grade, more aggressive (grade SBR
I11). The histological type most commonly encountered
for infiltrating cancers is the ductal type. The rare
medullary tumors (<3% of breast cancers) are observed
more frequently in these young patients. Multicentric
tumors and the presence of lympho-vascular emboli are
common. Hormonal receptors are less often positive
(68% in those under 40 years of age compared to 80%
in those aged 40 and over). HER2 is more frequently
overexpressed than in postmenopausal women. The
tumor proliferation index, measured by Kl 67, is higher.
The presence of a lymphoid stroma within the tumor is
reported and correlated with the risk of local recurrence.

Triple negative tumors are more commonly seen in
these young patients. These cancers are associated with
a BRCA1 mutation and have a particular sensitivity to
certain cytotoxic agents such as platinum salts [5].

Surgical Management

In these young women, with a tumor often
aggressive with a risk of significant local relapse, the
choice of mastectomy versus conservative surgery
should be discussed in Multidisciplinary Oncology
Consultation (COM) and explained to the patient. Neo-
adjuvant chemotherapy has reduced the number of
mastectomies. In conservative surgery, the Milan
school has always advocated wide glandular resection
which means quadrantectomy. Classic remodeling
techniques allow this attitude. Oncoplastic remodeling
techniques should be reserved for well-discussed cases.
During a conservative surgery, the quality of the
excision is related to the integrity of the surgical banks.
There are no international recommendations, but
findings from meta-analyzes have established a healthy
margin threshold at more than 2 mm from the tumor.
These data must always be integrated into the clinical-
radiological context. Radiotherapy should always be
performed after conservative surgery. Chemotherapy
has a significant local protective effect: a local relapse
rate of 13% after chemotherapy versus 28% without
chemotherapy [7]. Body integrity, sexuality,
postoperative rehabilitation, the consequences of
chemotherapy, radiotherapy, the possibility of a
subsequent pregnancy, breastfeeding are factors to
discuss with the patient for a "shared decision" [8].
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Radiation therapy in conservative breast treatment
in young women

The recommended treatment is radiotherapy of
the mammary gland of 50 GY with a boost of 16 GY on
the tumor bed [9]. Intraoperative radiotherapy is not
recommended in young patients.

Place of Neoadjuvant Treatments in Young Women

The main objective of neo-adjuvant treatments
is to be able to propose a conservative surgery if the
answer is favorable. There is an increase in the rate of
tumerectomie of the order of 12% after chemotherapy.
There is no difference in overall survival or survival
without metastatic relapse between adjuvant and
neoadjuvant chemotherapy. In the case of tumors
overexpressing HER2, the neo-adjuvant strategy allows
for the early introduction of trastuzumab (Herceptin®)
in combination with chemotherapy [10]. Ithas been
shown that the quality of the histological response after
neoadjuvant chemotherapy at the level of the mammary
tumor and axillary lymph nodes is very important. A
complete histological response is considered a powerful
prognostic factor for treatment efficacy, with a lower
risk of relapse. Tumors with HER2-overexpressing
hormone-receptor negative, high histological grade,
with a proliferative index (KI 67) high and infiltrating
ductal type, are more chemo-sensitive. In neoadjuvant
approaches, an optimal locoregional assessment by
mammography and ultrasound is recommended,
supplemented by MRI if necessary or as part of studies
[11]. Patients with extensive microcalcifications and /
or multifocal tumors are not eligible for this type of
treatment. Chemotherapy is currently the standard
treatment and includes the prescription of an
anthracycline and a taxane for a duration of 6 to 8
cycles. Dose-dense shemas are of interest in these
young patients. The reduction in the interval between
the chemotherapies makes it possible to avoid the tumor
repopulation between the cycles [12]. Trastuzumab
(Herceptin®) is associated with chemotherapy and
continued for one year in the case of HER2
overexpressing tumors [13]. A recent therapeutic
option, including docetaxel, carboplatin, trastuzumab
(TCH), avoids the use of anthracyclines and thus
reduces cardiotoxicity [14]. In case of adverse
histologic response after neoadjuvant chemotherapy, no
adjuvant chemotherapy is validated. Before any
chemotherapy, cryopreservation of oocytes and ovarian
follicles is to be proposed in young patients concerned
about their fertility. The use of GnRh analogues for the
preservation of chemically-induced fertility has not
demonstrated its efficacy and oncologic safety,
particularly in patients with hormone-dependent
tumors, and is only to be proposed in the context of
studies [15].

Hormonetherapy

The hormone therapy currently recommended
in young women is tamoxifen for a period of 5 years.
The benefit of chemo-induced amenorrhea (stopping

the menstrual period> 6 months after treatment)
remains controversial. Ovarian suppression is also
discussed. Most teams recommend 2 to 3 years of
therapy with LH-RH inhibitor (Zoladex®). In case of
contraindication to tamoxifen, treatment with LH-RH
inhibitor alone is an alternative.

CONCLUSION

Breast cancer is a serious disease whose
incidence in young women is constantly increasing.
This work on breast cancer in young women under 35
years has allowed us to distinguish its different
epidemiological, clinical, therapeutic and prognostic
characteristics. Young women with breast cancer have a
poorer prognosis than their older counterparts. This
difference is explained not only by a different
distribution of stages at diagnosis, but also by an
increased frequency of biological characteristics of
tumor aggressiveness. Progress is to be made by
multidisciplinary management by experienced teams
and participation in research protocols.
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