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Abstract: The incidence of breast cancer (BC) in young women (age < 35) is low. The aim of the present study was to
investigate clinico pathological characteristics in young BC patients (35 and less than 35 years old) for the first time in
the West of Iran with focusing on recurrence. Between of 2001 to 2008, 79 women with BC referred to our Clinic that all
patients had age<35 years at diagnosis. Age, seX, stage, grade, survival, vascular invasion, perineural invasion,
recurrence, tumor markers, lymph node invasion, history of BC, age at first menstruation and age at first pregnancy were
checked in the patients. Estrogen receptor (ER) and progesterone receptor (PR) positivity was defined as>10% positive
tumor cells with nuclear staining. Nuclear grade I, II and III were for 25.3%, 49.4% and 25.3% patients and also 24%,
53.1% and 22.9% for histological grade I, II and III, respectively. Four patients (5.1%), 50(63.3%), 21(26.7%) and
3(3.9%) had stage 1, II, III and IV, respectively. Out of 55 patients with lymph node invasion, 35 (63.6%) had 1-3
involvement lymph nodes, 17(30.9%) had 4-10 and 3(5.5%) had >10. Of all patients, 16(20.2%) had recurrence and 22
(27.8%) had history of BC. There was significant correlation between age, stage, metastatic lymph nodes and survival
with recurrence (P<0.05). In conclusion, Low age, higher stage and lymph node metastases with four or more positive
nodes are prognostic factors for recurrence in young patients with BC.
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INTRODUCTION sufficient resection margins and consider boost

Breast cancer (BC) is a heterogeneous disease
and is currently divided into subtypes in accordance
with the status of estrogen receptor (ER), progesterone
receptor (PR) and human epidermal growth factor
receptor 2 (HER2) [1]. A young age at diagnosis of
breast cancer (BC) as a negative prognostic factor is a
controversial issue [2]. The incidence of BC in young
women (age < 35) is low. The biology of the disease in
this age group is poorly understood, and there are
conflicting data regarding the prognosis for these
women compared to older patients [3]. Around 6.6% of
all BC cases are diagnosed in women less than 40 of
age, 2.4% in women less than 35, and 0.65% in women
less than 30 [4,5]. The reports showed that young BC
patients have more aggressive features, such as
biologically more ER negative, higher histological
grade, and more triple-negative subtype. Yet other
studies have attributed the inferior outcome of young
age to the more advanced presentation at diagnosis,
including higher rates of axillary lymph node positivity
and larger tumor size. Others have postulated that the
effect of differential gene expression between different
age groups might play a role [6]. Young women who
receive breast-conserving therapy have a higher rate of
local recurrence. Therefore, it is important to secure

radiotherapy to prevent local treatment failure. Special
considerations regarding psychosocial factors and
fertility should be taken into account for young patients

[71.

The aim of the present study was to investigate
clinico pathological characteristics in young BC
patients (35 and less than 35 years old) for the first time
in the West of Iran with focusing on recurrence.

PATIENTS AND METHODS

Between of 2001 to 2008 and in a retrospective
study, 79 women with BC referred to our Clinic,
Kermanshah city, Iran. All patients had age<35 years at
diagnosis. Age, sex, stage, grade, survival, vascular
invasion, perineural invasion, recurrence, tumor
markers, lymph node invasion, history of BC, age at
first menstruation and age at first pregnancy were
checked in the patients. Estrogen receptor (ER) and
progesterone receptor (PR) positivity was defined
as>10% positive tumor cells with nuclear staining. The
human epidermal growth factor receptor 2 (HER2)
positive was defined as either HER2 gene amplification
by fluorescent in situ hybridization or scored as 3+ by
IHC. In case of HER2 (+2), fluorescent in situ
hybridization was performed to determine HER2
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positivity [8]. The correlation between the variables was
done by SPSS software v.19 (Chi-square test and T-
test).

RESULTS

The mean age at diagnosis was 32.9 years
(range, 20-35 years), 100% female. Twenty patients
(25.3%), 39(49.4%) and 20(25.3%) had nuclear grade I,
IT and III and also 19 (24%), 42(53.1%) and 18(22.9%)
for histological grade had grade I, II and III,
respectively (Table 1). Four patients (5.1%), 50(63.3%),
21(26.7%) and 3(3.9%) had stage I, II, III and IV,

respectively. Type of pathology for 76 patients (96.2%)
was ductal carcinoma and for 3(3.8%) was lobular
carcinoma. Fifty patients (63.3%), 47(59.5%) and
55(69.6%) had vascular, perineural and lymph node
invasion, respectively. Out of 55 patients with lymph
node invasion, 35 (63.6%) had 1-3 involvement lymph
nodes, 17(30.9%) had 4-10 and 3(5.5%) had >10.
HER2, ER and PR were positive for 40(50.6%),
58(73.4%) and 57(72.1%), respectively. Of all patients,
16(20.2%) had recurrence and 22 (27.8%) had history
of BC.

Table 1: The characteristics for all patients with BC (n=79)

Variables n(%) Mean Range
Age(year) 32.9 20-35
Sex
Male 0(0)
Female 100(100)
Nuclear Grade
I 20(25.3)
I 39(49.4)
I 20(25.3)
Histological Grade
I 19(24)
I 42(53.1)
I 18(22.9)
Stage
I 4(5.1)
I 50(63.3)
I 21(26.7)
v 3(3.9)
Type of Pathology
Ductal Carcinoma 76(96.2)
Lobular Carcinoma 3(3.8)
Vascular Invasion
Yes 50(63.3)
No 29(36.7)
Perineural Invasion
Yes 47(59.5)
No 32(40.5)
LN*Invasion
Yes 55(69.6)
No 24(30.4)
Number of Invasive LN*(n=55)
1-3 35(63.6)
4-10 17(30.9)
>10 3(5.5)
HER2
Positive 40(50.6)
Negative 39(49.4)
ER
Positive 58(73.4)
Negative 21(26.6)
PR
Positive 57(72.1)
Negative 22(27.9)
Recurrence
Yes 16(20.2)
No 63(79.8)
History of breast cancer
Yes 22(27.8)
No 57(72.2)

*LN: lymph Node
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The prevalence of age at the first menarche and
the first pregnancy has been shown in Table 2. There

was no significant correlation between them with
recurrence (P>0.05).

Table 2: The prevalence of age at the first menstruation and the first pregnancy for BC patients (n=79)

Variables n(%o)
Age at first menarche (year)
7(8.9)
12 19(24.1)
13 22(27.8)
14 19(24.1)
15 12(15.2)
Age at first pregnancy(year)
20 7(8.9)
21 4(5.1)
22 5(6.3)
23 10(12.6)
24 9(11.4)
25 13(16.4)
26 8(10.1)
27 3(3.8)
28 6(7.6)
30 5(6.3)
31 1(1.3)
32 4(5.1)
35 1(1.3)
No pregnancy 3(3.8)

Table 3 shows the correlation between
recurrences with a number of variables in BC patients.
There was significant correlation between these
variables with recurrence (P<0.05), but there was no

significant  correlation  between nuclear grade,
histological grade, history of BC, HER2, ER, PR, type
of pathology, vascular invasion and Perineural invasion
with recurrence (P>0.05).

Table 3: The correlation between recurrence with a number of variables in BC patients (n=79)

Variables Recurrence(positive) Recurrence(negative) P-value
n=16 n=63
Mean Age(year) 31.5 33.2 0.044*
Number of Invasive LN, n(%o) 0.000**
0 1(4.2) 23(95.8)
1-3 6(17.1) 29(82.9)
4-10 6(35.3) 11(64.7)
>10 3(100) 0(0)
Stage, n(%o) 0.000**
I 4(100)
I 46(92)
111 10(47.6) 11(52.4)
v 2(66.7) 1(33.3)
Mean Survival (months) 39.2 58.3 0.000*

*T-test **Chi-square test

DISCUSSION

Young women with BC have a more
unfavorable outcome and advanced disease than older
women [9]. BC diagnosed in women 35 years of age or

less accounts for <2% of all BC cases [10]. Diagnosis of
BC in young patients (<35) correlates with a worse
prognosis compared to their older counterparts (>35)

[6].
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In a study, the clinicopathologic characteristics
of 191 young female patients (under 40 years of age)
diagnosed with breast carcinoma were studied thatll
patients were stage 0, 21 stage |, 94 stage Il, 38 stage
I11, 6 stage 1V, and in 21 no information was obtained.
Sixty five percent of patients had positive lymph nodes
at diagnosis; 102 patients (54%) relapsed at a median of
29 months after diagnosis. Histologically, 180 cases
were infiltrating BC, 150 ductal (83%), 19 lobular
(11%) and 11 of special types (6%); 11 cases were
ductal carcinoma in situ. There were no cases of
medullary carcinoma. High nuclear grade and vascular
invasions were frequent (68% and 67%, respectively)
[11]. In other study, the characteristics for operable BCs
in patients aged <40 years were positive lymph node
(66.7%), histological grade (LII and III were 2.4%,
48.8% and 48.8%, respectively), ER-positive (63%),
PR-positive(51.1%), HER2-positive (74.4%),
recurrence (7.9%) [2]. Of 187 cases of young BC
patients less than 40 years, eighty-one cases had lymph
node metastasis (43.3%), 126 cases had lymph vascular
invasion (67.4%), and 125 cases had histological grade
Il (66.8%) disease, ER-positive (43.9%), PR-positive
(35.3%), HER2-positive (35.8%), TMN stage (I, IT and
I were 20.3%, 63.1% and 16.6%, respectively) [12].
Of 669 cases of BC analyzed, 54 (8.1%) were in women
40 years old and younger. histological grade (I, II and
I were 3.7%, 44.4% and 50%, respectively), Lymph
vascular invasion (37%), ER-positive (96.3%), PR-
positive (83.3%), TMN stage (I, II and IIT were 27.8%,
50% and 22.2%, respectively) [13]. Of 79 patients in
our study, nuclear grade I, II and III were 25.3%, 49.4%
and 25.3%, respectively and also histological grade
24%, 53.1% and 22.9% for grade I, II and III,
respectively. 5.1%, 63.3%, 26.7% and 3.9% patients
had stage I, II, Il and IV, respectively. Type of
pathology for 96.2% was ductal carcinoma and 3(3.8%)
was lobular carcinoma. 63.3%, 59.5% and 69.6% had
vascular, perineural and lymph node invasion,
respectively. Out of 55 patients with lymph node
invasion, 63.6% had 1-3 involvement lymph nodes,
30.9% had 4-10 and 5.5% had >10. HER2, ER and PR
were positive for 50.6%, 73.4% and 72.1%,
respectively. Of all patients, 20.2% had recurrence.
Based on these results, percent of risk factors for young
patients with BC in areas of world are different and to
receive a good result, it needs a number of studies with
emphasis on race and geographical location.

Many of the usual risk factors for BC in older
women also increase risk in younger women including
increasing age, Black race, family history, later age at
first birth and menarche, radiation exposure and lack of
physical activity [14]. One of the most important risk
factors for local recurrence after breast-conserving
surgery is age <35 years at presentation [4]. The
recurrence rate was highest among women 45 years of

age or younger at baseline [15]. Young age has been
identified as a risk factor for recurrence and death from
BC [15,16]. Other hypotheses to explain the remaining
difference in survival between age groups after
corrections for tumor characteristics are that the
increased risk of local recurrence associated with low
age, leads to an increased risk of BC death and that
young women may differ from older with respect to the
treatment they are given and their responsiveness to it,
or presumably a combination of both [5]. Even with the
use of chemotherapy, recurrence rates were
significantly higher in the younger cohort due to the
advanced stage at presentation [17]. It has been shown
that patients with high grade tumors treated by
mastectomy have significantly high frequency of lymph
node metastases with four or more positive nodes;
develop more systemic recurrences [18]. Furthermore,
there is a direct relationship between the number of
involved axillary nodes and the risk for distant
recurrence [19, 20]. In our study, recurrence rates were
significantly higher in low age, higher stage and lymph
node metastases with four or more positive nodes. Also,
the mean survival for the patients with recurrence was
very low.

CONCLUSION

Low age, higher stage and lymph node
metastases with four or more positive nodes are
prognostic factors for recurrence in young patients with
BC. To receive a good result about affection of risk
factors for young patients, it needs a number of studies
with emphasis on race and geographical location.
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