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Abstract. Breast cancer incidence tends to increasc, and it is suggested that it largely
contributes to the risc of newly diagnoscd cancers among young paticats. The aim of this
study to determine breast cancer immunohistochemistry features among young women in
West Sumatera Indonesia. This study analyzed medical records of patients who belonged
to the national health insurance program with breast cancer treatment. The study was
conducted at the Dr. M. Djamil General Hospital Padang. The population in this study are
all breast cancer patients (1st January 2005 to 19th October 2018). Amount of breast cancer
among young women is 88 paticnts. Data were collected from medical records at the
Division of Surgical Oncology Dr. M. Djamil General Hospital in Padang. Univariate
analysis of the data in this study was used 10 find the disease-frce and overall survival with
subtype and stage and bivariate analysis was conducted on these survival statistics using
the Kaplan-Meier method and log-rank test. Immunohistochemistry characteristics among
young women with brcast cancer using chi-squarc test. Data were analyzed by using
STATA program. A two-tailed P-value of <0.05 was considered statistically significant.
Data were analyzed using the Stata version 14.2 (Stata Corporation). The results showed
LVI, stage, K167, subtype, and status is associated with survival breast cancer among
young women in West Sumatera, Indonesia (p<0.05). There is related breast cancer
subtype significantly with the survival of breast cancer patients based on disease-free
survival (HR = 1.07 (95% CI 0.62-1.83)) with p log-rank test < 0.05. But ovcrall survival
did not result in a statistically significant (HR = 0.99 (95% CI 0.58-1.70)) with p log rank
test > 0.05. There is related significantly breast cancer subtype with the survival of breast
cancer patients based on discase-free survival (HR = 1.07 (95% CI 0.62-1.83)) with p log-
rank test < 0,05, But overall survival did not result in a statistically significant (HR = 0.99
(95% CI 0.58-1.70)) with p log-rank test > 0.05. This analysis confirmed LVI, stage, K167,
subtype and status is associated with survival breast cancer among young women in West
Sumatera, Indonesia.
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1 Introduction

Breast cancer has the highest cancer prevalence rates that cause the most common cancer-
related mortality among women in Indonesia. Breast cancer incidence tends to increase, and it
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is suggested that it largely contributes to the rise of newly diagnosed cancers among young
patients [ 1],[2]. Prevalence of young patients accounts from 2-5% of all breast cancer population
[3],{4). The early breast cancer is often characterized by the presence of a low histological
differentiation, high mitotic activity, and frequent vascular wall invasion [S).

Many rescarchers pointed out the shorter threc and five-years survival of young female
paticnts in comparison with clderly females in premenopausal and postmenopausal age. This
was the reason to include the age into the list of negative prognostic factors in breast cancer.
Young female paticnts (35 years old and younger need more chemotherapy compared to the
older paticnts according to recommendations of St Gallen consensus [6],[7].

There are many studies demonstrated that cancer patient’s survival depends not only on the
stage of thc discasc but also on the intrinsic biological factors, which predispose the
characteristics of the tumors. The key ncoplastic cvent is the genetic change, which lecads to
uncontrolled cell growth, loss of ability to differentiate and disturbance of apoptosis. The
situation with the molecular-genetic features of the carly breast cancer is not clear. The changes
in estrogen rcceptor (ER), progesterone receptor (PR), HER-2/ncu expression, the presence of
apoptotic markers, changes of indices of proliferative activity are demonstrated for breast cancer
patients of young age [8). This study to determine breast cancer immunohistochemistry features
among young women in West Sumatcra, Indonesia.

2 Methods and Materials

2.1 Study design and research sample

This study analyzed medical records of paticnis who belonged to the national health insurance
program with breast cancer treatment. The study was conducted at the Dr, M. Djamil General
Hospital Padang. The population in this study ar¢ all breast cancer patients (1st January 2005 to
19th October 2018). Amount of breast cancer among young women is 88 patients.

2.2 Operational definitions

The subjects of this study are breast cancer in women (stage I-1IT), Immunohistochemistry
characteristics: histologic type, grade, LVI, tumor size, subtype, N stage, stage, estrogen
receptor, progesterone receptor, HER2, K167, recurrence, and metastasis. Disease-free survival
is determined from the length of time after completion of treatment until the onset of signs/
symptoms of cancer recurrence. Overall survival was calculated from diagnosis until the patient
dics.

2.3 Data collection technique

Data were collected from medical records at the Division of Surgical Oncology Dr. M. Djamil
General Hospital in Padang. This data was then coded and analyzed.

2.4 Data analysis

Univariate analysis of the data in this study was uscd to find the discase-frec and overall survival
with subtype and stage and bivariate analysis was conducted on these survival statistics using



the Kaplan-Meier method and log-rank test. Immunohistochemistry features among young
women with breast cancer using the chi-square test. Data were analyzed by using STATA
program. A two-tailed P-value of <0.05 was considered statstically significant. Data were
analyzed using the Stata version 14.2 (Stata Corporation),

3 Results

Distribution of age at diagnosis of breast cancer (Figure 1)
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Fig. 1. Distribution of age at Diagnosis of Breast Cancer

The mean age in this study was 35.38 + 3.62 years with the lowest age of 26 years and the
highest age of 40 years. Baseline characteristics breast cancer among young women in West

Sumatera, Indonesia (Tablc 1).

Table 1, Bascline characteristics breast cancer among young women in West Sumatera Indonesia.

Time Periode

Characteristics 2002014 20153018 p-value
(n=34) (n=54)
1 (%) £ (%)
Age
< 30years 2(5.9) 8 (14.8) 0.305
31-40 years 32 (94.1) 46 (85.2)
Histologic type
Ductal 26 (76.5) 46 (85.2) 0.454
Non ductal 8(23.5) 8(14.8)
Grade
[ 3(8.8) 1(1.9) 0.171



1 28 (82.4) 51 (94.4)

i 3(8.8) 2(3.7)
LV1
Negative 34 (100) 41 (75.9) 0.005*
Positive 0 13 (24.1)
Tumor Size (T)
<25¢cm 3(8.8) 4(7.4) 0.127
2.5-5cm 9 (26.5) 13 (24.1)
5-10cm 16 (47.1) 35 (64.8)
>10cm 6(17.6) 2(3.7)
N stage
NO 11 (324) 19 (35.2) 0.516
N1 13 (38.2) 18 (33.3)
N2 9(26.5) 11(20.4)
N3 1(2.9) 6(11.1)
Stage
I-1I 11 (32.4) 18 (33.3) 0.034*
[IA-ITIB 19 (55.9) 36 (66.7)
v 4(1.8) 0
Estrogen receptor
Negative 18 (52.9) 37 (68.5) 0.214
Positive 16 (47.1) 17 (31.5)
Progestercne receptor
Negative 19 (55.9) 30 (55.6) 1.000
Positive 15 (44.1) 24 (444)
HER-2
Ncgative 21 (61.8) 38 (704) 0.255
+ 3(8.8) 1(1.9)
++ 129 0
- 9 (26.5) 15 (27.8)
KI67
< 20% 16 (47.1) 9(16.7) 0.005*
> 20% 18 (52.9) 45 (83.3)
Subtype
Luminal A 11 (324) 6(1L1) 0.013*
Luminal B 8(23.5) 27 (50.0)
HER2 7 (20.6) 509.3)
TNBC 8(23.5) 16 (29.6)
Recurrence
No recurrence 21 (61.8) 44 (81.5) 0.062
Local recurrence 6 (17.6) 7(13.0)
Metastasis 7 (20.6) 3 (5.6)
Status
Life 26 (76.5) 51 (94.4) 0.020*
Death 8 (23.5) 3 (5.6)
*p<0.05, significance

Table 1 known age, histologic type, grade, tumor size, N stage, estrogen receptor, progesterone
receptor, HER-2 and recurrence is not associated with survival breast cancer (p>0.05). LVI,
stage, KI67, subtype, and status is associated with survival brcast cancer among young women
in West Sumatera, Indonesia (p<0.05). The association of breast cancer subtype with the
survival of breast cancer patients based on discase-free survival and overall survival (Table 2).



Table 2. The association of breast cancer subtype with the survival of breast cancer patients based on
disease-free survival and overall survival,

Median Hazard Ratio P value
Event Censoring follow up (95% CI) (Log-rank
{months) test)
Disease Luminal A 3 14 39 (31-47) 1.07  (0.62- 0.050*
Free 1.83)
Survival
Luminal B 2 33 29 (22-36)
HER-2 3 9 38 (19-56)
TNBC 3 21 312041
Overall Luminal A 3 14 48 (40-56) 0.99 0.973
Survival (0.58-1.70)
Luminal B 2 33 36 (2843)
HER-2 3 9 44 (27-62)
TNBC 3 21 42 (29-54)
*p<0.05, significance

Table 2 there is related breast cancer subtype significantly with the survival of breast cancer
patients based on disease-frec survival (HR = 1.07 (95% CI 0.62-1.83)) with p log-rank tcst <
0.05. But overall survival did not result in a statistically significant (HR = 0.99 (95% Cl 0.58-
1.70)) with p log-rank test > 0.05. The association of breast cancer subtype with the survival of
breast cancer patients based on disease-free survival and overall survival by Kaplan-Meier

(Figure 2).
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Fig. 2. The usscciation of breast cancer subtype with the survival of breast cancer patients based on
discase-frec survival and overall survival,



Table 3. The assaciation of breast cancer stage with the survival of breast cancer patients based on discase-
free survival and overall survival.

Median Hazard P
follow up Ratio (95% value
Event Censoring (months) Cch (Log-
rank
test)
Discase  I-11 2 27 38 (2947) 385 (1.27- 0.017*
Frec 11.59)
Survival
IIIA-HIB 6 49 30 (24-36)
v 3 1 30 (28-47)
Overall I-1I 2 27 44 (35-53) 3.56 (1.21- 0.021*
Survival 10.38)
IMA-TIIB 6 49 39 (32-45)
v 3 1 46 (31-50)
*p<0.05, significance

Table 3 there is related breast cancer stage significantly with the survival of breast cancer
paticnts bascd on disease-free survival (HR = 3.85 (95% CI 1.27-11.59)) and overall survival
(HR = 3.56 (95% CI 1.21-10.38) with p log-rank tcst < 0.05. The association of breast cancer
stage with the survival of breast cancer patients based on disease-free survival and overall

survival by Kaplan-Me

ier (Figure 3).
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Fig. 3. The association of breast cancer stage with the survival of breast cancer patients based on disease
tree survival and overall survival.



4 Discussion

The results showed LVI, stage, KI67, subtype, and status is associated with survival breast
cancer among young women in West Sumatera, Indonesia (p<0.05). There is related breast
cancer subtype significantly with the survival of breast cancer patients based on disease-free
survival (HR = 1.07 (95% CI 0.62-1.83)) with p log-rank test < 0.05. But overall survival did
not result in a statistically significant (HR = 0.99 (95% CI 0.58-1.70)) with p log-rank test >
0.05. There is rclated breast cancer subtype significantly with the survival of breast cancer
patients based on disease-free survival (HR = 1.07 (95% CI 0.62-1.83)) with p log-rank test <
0.05. But overall survival did not result in a statistically significant (HR = 0.99 (95% CI 0.58-
1,70)) with p log-rank test > 0.05.

Breast cancer in young age under 40 ycars old most of them were stage HA, positive lymph
node, tumor size larger than two cm and high grade [7]. It was higher than the results in breast
cancer age 60 years old or more and similar with the study of Sundquist et al. (2002) who found
tumors in young age to be larger with more lymph node involvement than in the elderly patients.
In the next group, most of them were clinical stage IIIB, tumor size more than two cm, positive
ER, positive PR, positive p53 positive MIB-1, and positive c-erbB2 which were lower than
breast cancer age below 40 years — old [9].

Breast cancer in people aged under 35 years old may have a worse prognosis than in elderly
paticats, usually with a high histological grade, extensive intraductal component, lymph vesscl
invasion and necrosis, more lymph nodc involvement, larger tumor size, negative cstrogen
receptor status, s-phase fraction abnormalities, and positive p53 expression. A study in France
showed that breast cancer patients under the age of 40 had slightly worse overall survival
compared with those with older age [7,10]. Although another study Bertheau ct al. found no
difference in the histological type of breast cancer between young and clderly patients [11].

A lot of young breast cancer patients received too aggressive therapy, whereas, some of
them are not effectively treated and died prematurely. It is very important to have the objective
molecular-biologic criteria, which could classify the aggressiveness of cancer in young patients
[12]. Young breast cancer patients (35 years old and younger) need more chemotherapy
compared to the older patients according to recommendations of St Gallen consensus {6],[7].
This analysis confirmed the survival of breast cancer patients is associated with subtype and
stage among young women in West Sumatera, Indonesia. Previous studies show trastuzumab
reduces recurrence by 36-52% and mortality by 33-37% when compared to placcbo but the
optimal duration of trastuzumab as adjuvant therapy is still a matter of debate, There is a
consensus that there is little advantage of 2 years over one year but it has been unclear whether
a therapy duration of 12 mouths is better than 6 months. This study found that the provision of
12 months provided better rates of disease-free survival, but not for overall survival. The fact
that the patients in this study tended to be young and have cancer at an advanced local stage will
have influenced these results [13].

In conclusion, our study found that breast cancer in young women showed more aggressive
phenotype than elderly patients. This smdy suggests using relative survival the youngest group
had the worst prognosis and the oldest group the best. In older women, the therapeutic strategy
might have been more selective which leads to a better prognosis than in the younger age groups
treated comparably.
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