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Abstract

The objective of this work is to clarify by a retrospective study the prognostic parameters of breast cancer in young
Moroccan women and to clarify the epidemiological histological and prognostic characteristics in a subgroup that have a
metastatic relapse in order to determine the impact of the different prognostic factor on overall survival. During a period
of 5 years, from January 2010 to December 2015, 325 women suffering from breast cancer were counted at the
Radiotherapy Department of the Mohammed V Military Hospital of Instruction. Among them, 60 were aged 40 years and
under. In our series, patients were followed up until April 2018, 13 cases of metastatic relapses were recorded, i.e. 21.7%
of cases. In a single-factor study, the prognostic parameters were mean consultation time, age, family history of breast
cancer, tumor size, histological type, number of lymph nodes invaded, lymphatic embolism, SBR grade, hormone
receptor, and herecept-test status. The overall survival rate of all patients was 92,1% at 3 years and 88,9% at 5 years.
Multifactorial analysis isolated 3 prognostic parameters: initial tumor size, the number of lymphaitic gonglion invaded
and the molecular type.
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features and genomic data) show differences from older
women.

INTRODUCTION

Breast cancer is the most common cancer in

women worldwide, and its incidence continues to rise According to the majority of authors, breast

despite scientific advances in diagnosis and treatment.

In the scientific literature, there are several
definitions of young age in breast cancer: <35, <40, <50
or premenopausal. Women under 35 and under 40 share
the same tumour characteristics and have a similar
prognosis, while women aged 40-49 have a better
survival rate, so a threshold at 50 years will dilute the
differences[1].

Early-onset of breast cancer (under the age of
40) represents only 7% of all breast cancers, but is the
most common cancer in this age group in women. It is
also known to be of worse prognosis, with a more
aggressive tumoral behavior. The interaction of
different prognostic factors contributes to the
complexity of this population: tumor burden and
biological features (using classical histopronostic

cancer in young women has its own epidemiological,
diagnostic and also prognostic characteristics, going so
far as to consider youth as a pejorative prognostic
factor.

The objective of our study is to analyse overall
survival, relapse-free survival and prognostic factors
related to metastatic breast cancer relapse in young
women. Through a retrospective study carried out at the
gynaecological-obstetrical and radiotherapy
departments of the Mohamed V military hospital.

MATERIALS & METHODOLOGY
Materials

From 1st January 2010 to 31st December
2015, 325 patients were treated for breast cancer by the
oncology-radiotherapy department of the Mohammed V
Military Hospital of Instruction in Rabat.

Citation: Benlghazi Abdelhamid et al (2021). Breast Cancer Metastatic Relapse in Young Moroccan Women According to 124
Prognostic Factors (A Study About 60 Cases). Sch Int J Obstet Gynec, 4(4): 124-130.


https://saudijournals.com/sijog

Benlghazi Abdelhamid et al; Sch Int J Obstet Gynec, Apr. 2021; 4(4): 124-130

Methods

= This is a 5-year retrospective study of breast
cancer cases in young women aged 40 and
under who meet the following criteria:

= Inclusion Criteria:

=  Women aged 40 and under at the time of
diagnosis.

= Histologically confirmed diagnosis of breast
cancer.

= First, we screened the files to highlight those
related to breast cancer in women of any age.

= Next, we selected the files of young patients
aged 40 and under who met our inclusion
criteria.  An operation sheet was duly
completed for each of them.

= In asecond step, the SPSS software was used
for the statistical analyses. The data were
processed in percentages, averages or medians.

= The tumour was classified using the TNM 7th
edition 2010 classification.

= Patient follow-up has been extended until
April 2018.

= Survival was calculated according to the
Kaplan-Meier method, taking the date of
diagnosis of breast cancer as the date of origin.

= Data collection was carried out with respect
for the anonymity of the patients and the
confidentiality of their information.

RESULTS

During a period of 5 years, from January 2010
to December 2015, 325 women suffering from breast
cancer were counted at the Radiotherapy Department of
the Mohammed V Military Hospital of Instruction.
Among them, 60 were aged 40 years and under; a rate
of 18.46%.

1-Follow-up and monitoring

In our series, patients were followed up until
April 2018. The median follow-up was 46 (27-62)
months with extremes of 3 and 99 months.

During this period, patients were monitored
every 3-6 months for the first 3 years after the end of
treatment, then every 6 months for the next 2 years and
once a year for the rest of the patient's life by means of
mammography, chest X-ray and abdominal ultrasound
depending on clinical signs.

2-Relapses

No locoregional relapses were noted in our series.

13 cases of metastatic relapses were recorded, i.e.
21.7% of cases.

The most frequent metastatic site was bone with 61.5%
of cases (Table I).

The median time to metastatic relapse is 12 (6-29)
months.

Table-I: Distribution of patients according to
metastasis sites

Metastasis site | Number | Percentage (%)
Bone 8 61,5

Liver 1 7,7

Lung 1 7,7

Brain 1 7,7

Liver + bone 1 7,7

Bone + Brain 1 7,7

Total 13 100 %

3-Metastatic relapse according to prognostic factors

The average age of our patients was about 34
years with extremities of 32 and 40, 5 patients have a
family history of breast cancer ,relapse is predominant
in patients with a tumour size more than 2cm , the
ductal carcinoma infiltrant(DCl)currently known as
non-specific invasive carcinoma, was the only
histological type in all patients.

We note a predominance of relapse cases in
patients with an SBR Il grade with a percentage of
69.2%. Tumour emboli were present in 9 patients with a
rate of 69.2%; 50% had 4 positive lymph nodes or
more.

The search for hormone receptors (HR) was
conducted in 13 patients. These estrogen receptors (ER)
and progesterone (PR) was both positive in 60.2% of
cases, dissociated in 23.1% and negative in 16.7%.

The hercept test was performed in all patients
by immunohistochemistry technique, supplemented by
FISH or CISH method in the case of HER2 score
(2+),76.9% of patients with systemic relapse have a
negative HERCEPT test.
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Table-11: Distribution of cases of relapse according to prognostic factors

Characteristics Number Percentage %
AGE
<35 7 53,8%
>35 6 46,2%
Family history of breast cancer
Yes
No 5 38,4%
8 61,6%
Tumor size
T1:<2cm 2 15,4%
T2:2-5cm 5 38,4%
T3:5cm 4 30,8%
T4 2 15,4%
Histological type
DCl(ductal carcinoma 13 100%
Infiltrant)
Other histological types 0 0%
SBR Grade
SBR | 1 7,7%
SBRIII 9 69,2%
SBR 111 2 15,4%
Tumor emboli
No tumour emboli 4 30,8%
Presence of tumour emboli 9 69,2%
Invasive ganglion
Curage — 2 16,7%
Curage +
<4 N+ 4 33,3%
>4 N+ 6 50%
Hormonal receptors
RE+RP+ 8 60,2%
RE-RP- 2 16,7%
Dissociated 3 23,1%
HER?2 study
HER2+ 3 23,1%
HER2- 10 76,9%

4-Survival

In order to better assess relapse-free survival
and overall survival, we tried to contact all the patients
who had disappeared after the end of the treatment, 10
of them remained unreachable, i.e. a rate of 16.7%.
Thus, 75% of the patients were alive, while 8.3% had
died. (Table I1I) Survival was calculated according to
the Kaplan-Meier method.

Table-111: Distribution of patients according to their

evolution
Patient Survival | Patients | Percentage %
Alive 45 75%
Deceased 5 8,3%
Lost sight 10 16,7%
Total 60 100%

a-Overall survival (SG)

The overall survival time has been calculated
from the date of diagnosis of breast cancer to the date of
death or last visit. The rate of OS at 3 years is 92.1%
and it is 88.9% at 5 years (Figure 1).

The rate of SG at 3 years is 87% among
women aged 35 and under, while it is 96.4% among
women aged 36-40. (Figure 2) b-Survival without
relapse (SRH).

Relapse-free survival time was calculated from
the date of diagnosis to the date of the occurrence of the
event (the relapse) or the date of the last consultation.

The SRH rate at 3 years is 94.2%, so it is 91%
at 5 years (Figure 3)
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Fig-1: Global survival curve according to Kaplan-Meier
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Fig-2: Overall survival curve as a function of age groups
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Fig-3: Relapse-free survival curve according to Kaplan-Meier

© 2021 |Published by Scholars Middle East Publishers, Dubai, United Arab Emirates

127



Benlghazi Abdelhamid et al; Sch Int J Obstet Gynec, Apr. 2021; 4(4): 124-130

DISCUSSION

Young age is a pejorative prognostic factor
found in all series, but whose specific role is modulated
by confounding factors, sometimes difficult to identify
due to the retrospective nature of most of these
analyzes. Beyond histopronostic and molecular
peculiarities in this age group, the specific influence
young age is discussed and the data come mainly from
registers. The most important series is that from
Japanese register covering 25,898 women treated from
2004 to 2006 confirming the prognostic impact of age
(<35 years vs 35-50 vs> 50 years), to the detriment of
the youngest patients[2] The unfavorable influence of
young age (<35 years) is found after adjustment for
other factors (T, N, histological subtype, adjuvant
treatment) with a Hazard Ratio (HR) of 1.73 for the risk
of recurrence, HR = 1.52 for the risk of death from
cancer and HR = 1.58 for overall mortality.

Young age at diagnosis of breast cancer may
suggest presence of predisposing genetic variation.
Literature includes multiple studies of the frequency of
variations pathogens, including BRCA1 and BRCAZ2.
Tung et al. at 180 women with breast cancer before age
45, identified 15 deleterious variations of BRCA1
(8.3%) and 7 of BRCA2 (3.9%)[3]. The presence
family history increases the likelihood of identifying a
deleterious mutation: 73% of carriers of deleterious
variations had a family history of breast or ovarian
cancer in Tung's study[3]. The frequency of mutation
increases also with some characteristics like the
character triple negative, 22% of triple negative breast
cancers occurred with a BRCA1l mutation in the
Copson series[4].

Several concordant studies have shown
significantly that the size of the tumors was larger in
patients youth. A link between age and tumor size has
been demonstrated significant (p <0.001) in an analysis
of the Surveillance database, Epidemiology and End
Results (SEER) between 1988 and 2003 on more of
200,000 patients[5], the percentage of T1 tumors was
38.6% in young women against 51.8% in patients older,
the percentage of tumors between 2 and 5 cm (T2) is
40.2% among young women against 29.8% among
womenolder. For T3 tumors, the percentage was 7.6%
in young women and 4.6% in older women. More
detailed but similar results, presented in a series of
about 20,000 patients, published in 2009, show that T1a
and T1b tumors are more common than female patients
are over 40 years old while T2 and T3 tumors are more
common in patients under 35 years of age and under 40
years of age[6].

We note significantly a lower frequency
carcinomas in situ in young women with high rates
reported 11.6% vs. 15.6% in older women in the SEER
study[5].

There is also less invasive lobular carcinoma
in young women (0.8% vs 1.7%) than in older women
in a study published in 2004 [7] and in the Italian
series[8] , as in the study published by Azim in 2015[9].

The involvement of axillary lymph nodes in
young women when compared with older patients is
high[10]. A Nepali study with 944 breast cancer
patients identified that axillary lymph nodes were
positive in 73% of younger patients and 59% of older
patients [11] .These findings indicate the severity and
aggressiveness of the disease in this age group.

We note significantly a higher number of
grade 111 tumors in women youth. This rate is over 20%
among young women compared to around 10% in older
women in the study reported by Fredholm[6] ; In the
Danish study, the number of grade Il or Il varies by
63% in women younger than 35 years to 50% in women
aged 45 to 49 years[12].

Hormone receptors are more often negative in
young patients (28% vs 14.2%) in the SEER database
study[5] (23% vs 13%) in the Italian series[8].

For Partridge, the risk of death is doubled for
Luminal A type cancers before 40 years compared to
the age group 51-60 years (HR = 2.1), while the HR is
1.4 for Luminal B-type forms and cancers triple
negative and 1.2 for HER2 + forms[13]. However, in
other series the Luminal B phenotype seems to be the
most impacted by young age in terms of survival, as in
the Fredholm series: age appears as a prognostic factor
independent of specific 10-year survival respectively
69, 76, 84 and 89% for the age groups <35 years / 35-
39 / 40-49 and 50-69 years[14]. For the women under
40, the specific 10-year survival is 75% for the Luminal
B type (vs 92% for the Luminal A, 68 and 67% for
HER2 + and triple negative cancers respectively).

The influence of hormone receptors in the
forms of type Luminal (A or B) therefore seems
attested, but the proper role of the statute receptors must
be distinguished from that of targeting these receptors
by hormone therapy. As such, the retrospective study
by Sopik et al.,, women under 40-year-olds seem
particularly penalized by the absence adjuvant hormone
therapy with Tamoxifen: specific survival at 15 years of
50.4% in the absence of Tamoxifen vs. 68.1% in the
adjuvant Tamoxifen[15].

For the triple negative cancers, the results of
the literature are more contradictory, but do not
eliminate the pejorative prognostic role of young age.
Registry data Korean do not have an impact negative of
young age on the overall survival of patients in the
event of triple negative cancer[16] .Conversely, in the
Cancello publication a unfavorable impact is observed
for the age group <35 years|[8].
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The contradictions observed between these
different studies may note differences in care, but also
of the great heterogeneity of triple negative cancers.

Most prospective and retrospective series
confirm the lack of impact of young age on the
prognosis of HER2 + cancers. The data from the
different registers will in this sense[16; 17].

The prognosis of BC in young women is
generally considered less favorable. According to
Chung et al. [18] survival without recidivism
significantly appeared more low to five years for
women under 40 compared to other age groups (60.8%
versus 73.2% for the 41 to 50 age group). For Lee et
al.[19], the survival of women under 30 years of age
was 10 to 20% lower compared to ones over 30 years.

Local relapses and metastases occur more
frequently in young women than in older women[20].
According to Roche for diére et al., after five years, the
relative risk of recurrence decreases less rapidly in
young women[21].

According to Aryandono, death, recurrence
and metastasis were higher in the younger group
compared to elderly patients (30.4% to 20%; 7.95 to
5.7% and 25% to 22.8%). High proliferation rate and
aggressiveness of tumor in the young patients seems to
be the cause of this condition [22]. Looking at five-
years survival rate, this survival rate was generally
lower in younger patient compared with elderly patients
in almost every prognostic factors. Breast cancer in
elderly women lived longer than patients with young
age (158.11 + 104.97 weeks compared to 142.08 +
95.47 weeks) and this was similar with the study of
Grosclaude et al. [23].

However, the analysis of the largest series
didnot show a significant difference in overall survival
or survival without recidivism between women aged 30
or 40 and those aged ones while age under 35 years was
a independent pejorative prognostic cause according
toseveral authors [24].

CONCLUSION

Very young patients with breast cancer
constitute a unique group of patients as they have
special tumor characteristics. In the majority of studies,
the pejorative pronostic role of young age is confirmed
in analysis multivariate.

This group has more advanced presentation,
with much more aggressive biologic behavior with an
unfavorable impact from young age to diagnosis is
found mainly for the shapes luminal type, in particular
Luminal B, and has a significantly higher malignant
axillary lymph node involvement. The role of age
seems to be null in case of overexpression of HER2.

So, therapy for each young patient with breast
cancer has to be evaluated carefully and individually,
and the treatment strategies have to be tailored in a very
precise manner.
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