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ABSTRACT

Background and Aim: Breast cancers are relatively rare among young women amounting
up to 6% of all breast carcinoma cases reported in that age group. In younger age groups,
breast cancers, though, have a more aggressive behavior and poorer outcome in comparison
to patients in the elderly age groups. The aim of the present study was to evaluate the histo-
pathological characteristics of breast carcinomas reported in patients lesser than 40 years of age.
Materials and Methods: Surgical specimens of carcinoma breast received at the Department
of Pathology in a tertiary care hospital for a period of 2 years from January 2014 to December
2015 were included in the study. The histo-pathological slides were reviewed and clinical data
was collected from the archival records and compared. Statistical analysis was done using
IBM SPSS statistics 17 (Chicago, USA). Various tumor characteristics were correlated with
the morphological features and the other clinico-pathologic data using Chi-square value (c?),
paired t-test and Fischer’s test. p<0.05 was considered to be statistically significant. Results:
Infiltrating Ductal Carcinoma-Not otherwise specified (IDC-NOS) was found to be the most
common variant of breast carcinoma in both the younger and the elderly age groups followed
by the invasive lobular carcinoma and mucinous carcinoma in the younger and invasive lobular
carcinoma and mucinous carcinoma and papillary carcinoma in the elderly age groups. Also,
stage Il followed by stage Ill were the commonest stages reported in the younger and elderly
age groups based on their prevalence as against stage | and IV (p=0.006). Conclusion: Breast
cancers diagnosed in younger age groups present with an aggressive behavior and poorer
outcome in comparison to patients in the elderly age groups. Also, such cancers often tend
to present with advanced stages of the disease process and high grades of tumor with lymph
nodal involvement and metastasis at the time they are first diagnosed conferring an inferior
prognosis illustrating the need for more clinical trials to be conducted on younger patients with
breast cancers with an aim to improve the overall outcome in this age group.

Key words: Breast cancers, Tertiary care settings, Younger age groups, TNM staging,
Histo-pathology.

INTRODUCTION

The most common cancers diagnosed in women are
the breast cancers. These account for the second most
common cause of cancer-related deaths in the
affected women. Breast cancer is a relatively rare
occurrence in the young women amounting to up
to 6% of all breast carcinoma cases reported in that
age group.' In younger age groups, breast cancers,
though, have a more aggressive behavior and poorer
outcome in comparison to patients in the elderly age
groups.”® Recently, a phenomenal change has been
noticed in the behavior of breast carcinoma cases
wherein more of the young women have been found
to be more commonly getting afflicted and being
diagnosed with breast carcinomas.®® The aim of the
present study was to evaluate the histo-pathological
characteristics of breast carcinomas reported in
patients lesser than 40 years of age and compare them
with those reported in the elderly age groups.

MATERIALS AND METHODS

A retrospective study was conducted over a period
of 2 years from January 2014 to December 2015
wherein the surgical specimens of carcinoma
breast received at the Department of Pathology
hospital included.

slides reviewed

in a tertiary care were
The  histo-pathological
after mutual discussion by two separate histo-
pathologistsandclinicaldatacollected fromthearchival
records and compared. All data including the clinical
presentation, pathological type and TNM staging of
the tumor were compared between the two groups.
Carcinoma-in-situ, male breast carcinomas and
inadequate biopsy samples were excluded from the
study. The study was subjected for Ethical Approval
from the Institutional Ethical Committee and clearance
was obtained before the start of the study. Statistical
analysis was done using IBM SPSS statistics 17
(Chicago, USA). Various tumor characteristics were

correlated with the morphological features and the

were
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other clinico-pathologic data using Chi-square value (c?), paired t-test
and Fischer’s test. p<0.05 was considered to be statistically significant.

RESULTS

A total of hundred surgical specimens were evaluated out of
which 20 cases were reported in patients below 40 years while
80 specimens were from cases above 40 years of age. (Table 1)
Infiltrating Ductal Carcinoma-Not otherwise specified (IDC-NOS)

Table 1: Tumor characteristics in breast carcinoma cases reported in the
2 age groups.

Tumor Characteristics <40years  >40years p-value
n (No. of cases) 20 80
Histological Type
Infiltrating Ductal carcinoma 17 69 p>0.05
Lobular carcinoma 2 6
Papillary carcinoma 0 2
Mucinous carcinoma 1 2
Neuro-endocrine carcinoma 0 1
Tumor size
T1 2 4
T2 9 51 p<0.017*
T3 9 23
T4 0 2
Nodal status
NO 8 41
N1 7 24 p<0.042*
N2 3 10
N3 2 5
TNM Staging
Stage 1 2 4
Stage 2 12 55 p<0.006*
Stage 3 6 20
Stage 4 0 1
Immuno-histochemistry
ER/PR Positive, Her2 Negative 3 14
ER/PR Positive, Her2 Positive 4 21
ER/PR Negative, Her2 Negative 8 15 p<0.043*
ER/PR Negative, Her2 Positive 2 14
Not done 3 16

p<0.05* Statistically Significant

Figure 1a,b: Tumor cells showing areas of fibrosis and calcification (H and E,
100x, 200x).
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Figure 2(a,b): Tumor cells showing hemosiderin laden macrophages along
with areas of fibrosis (H and E, 100x,200x).

Figure 3(a-c): Lymph nodal tissue showing tumor cells with areas of fibrosis
and hyalinization (H and E, 100x,200x,400x).

(Figures la,b and 2a,b) was found to be the most common variant
of breast carcinoma in both the younger and the elderly age groups
followed by the invasive lobular carcinoma and mucinous carcinoma in
the younger and invasive lobular carcinoma and mucinous carcinoma
and papillary carcinoma in the elderly age groups. (Table 1) Also, 9 cases
each were reported for tumor size staging T2 and T3 in case of the
younger while 51 for tumor size staging T2 and 23 for tumor size staging
T3 were reported in the elderly age groups making tumor size staging
T2 to be the commonest in the elderly age groups as against tumor size
staging T2 and T3 which were reported with equal prevalence in the
younger age groups with the results being statistically significant in this
regard (p=0.017). (Table 1) Furthermore, younger patients had a greater
percentage of lymph nodal involvement being node positive (Figure
3a-c) in the total number of cases reported as compared to the elderly
age groups and in this case, too, the results were found to be statistically
significant (p=0.042). (Table 1) Also, stage II followed by stage III were
the commonest stages reported in the younger and elderly age groups
based on their prevalence as against stage I and IV as reported on histo-
pathological examination (p=0.006). (Table 1) On immuno-histochemistry
of the sampled specimens, the findings revealed ER/PR Positivity while
Her2 Negativity in 15% of the cases lesser than 40 years of age and 17.5%
of the cases more than 40 years of age. On the contrary, ER/PR Positivity
as well as Her2 Positivity was reported in 20% of the cases lesser than 40
years of age and 26.2% of the cases more than 40 years of age. Likewise,
ER/PR Negativity with Her2 Negativity was reported in 40% of the cases
lesser than 40 years of age and 18.7% of the cases more than 40 years of
age as against ER/PR Negativity and Her2 Positivity reported in 10% of
the cases lesser than 40 years of age and 17.5% of the cases more than
40 years of age and the results were found to be statistically significant
(p<0.043). (Table 1) Table 2 compares the results obtained in the present
study as against the similar studies conducted in the past analyzing the
biological behavior and aggressiveness of the breast carcinoma cases
reported in those studies.

DISCUSSION

Although breast carcinomas are recognized to occur more commonly in
the post-menopausal age, they can occur in the relatively young age, too.
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Table 2: Clinico-pathologic data correlated with tumor characteristics in breast carcinoma cases reported in the 2 age groups in the previous studies.

Studies n Ll S [ R B AT Predominant tumor grade and TNM staging
(No. of cases) tumor
Age <40 years >40 years <40 years >40 years <40 years >40 years
Manilal et al.® 100 420 IDC-NOS IDC-NOS T3 T2
(23.8%) (72.2%) (87%) (81%) (43.1%) (41%)
TNM Stage-III TNM Stage-II
(54.8%) (47%)
Sidoni et al."! 50 50 IDC-NOS IDC-NOS TNM Stage-III TNM Stage-II
(50 Randomly selected (80%) (90%) (58%) (75%)
matched cases)
Zhang et al."* 181 488 IDC-NOS IDC-NOS T2 T2
(37%) (63%) (77.3%) (84.4%) (69.3%) (77.7%)
TNM Stage-IIT TNM Stage-1II
(49.2%) (52.2%)
Thapa et al.'® 263 681 IDC-NOS IDC-NOS T3 T2
(27.9%) (72.1%) (93.1%) (86%) (55.9%) (54.2%)
TNM Stage-III TNM Stage-II
(55.34%) (57.9%)
Thangjam et al.'® 160 347 IDC-NOS IDC-NOS T3 T2
(31%) (68%) (85.6%) (83.5%) (58.13%) (69.45%)
TNM Stage-III TNM Stage-II
(55.34%) (64%)
Present study 20 80 IDC-NOS IDC-NOS T2/T3 T2
(20%) (80%) (85%) (86.2%) (45%) (63.7%)
TNM Stage-II T3
(60%) (28.7%)
Stage-IIT TNM Stage-II
(30%) (68.7%)
Stage-II1
(25%)

IDC-NOS: Infiltrating Ductal Carcinoma-Not otherwise specified

In younger age groups, breast cancers, though, have a more aggressive
behavior and poorer outcome in comparison to patients in the elderly
age groups.”! The incidence of breast cancers is less by 2 to 3% in the
west as compared to the Indian population.? As per Mohanti ef al.” in
young Indian women, the incidence of breast cancers was found to be
around 5.5% close to the incidence recorded in the study conducted by
Das et al.® which reported an incidence of 8%. The results of the present
study showed a relative incidence of 20% of the cases reported in the
younger age groups as per the data retrieved from the archival records
of the hospital set-up. Clinically and histo-pathologically, breast cancers
in the young are different from that reported in the elderly age groups.*®
In the present study, too, the average age at presentation was found to be
64.5 years based on the archival records of the hospital which was similar
to the previously reported studies.'**” The oldest patient reported was of
78 years of age in the present study as against the youngest patient being
just 33 years of age. Lump in the breast was the most common presenting
complaint (83%) followed by mastalgia (6%) similar to the common
complaints reported in other studies. In addition, 9 cases each were
reported for tumor size staging T2 and T3 in case of the younger while
51 for tumor size staging T2 and 23 for tumor size staging T3 were
reported in the elderly age groups making tumor size staging T2 to be the
commonest in the elderly age groups as against tumor size staging T2 and
T3 which were reported with equal prevalence in the younger age groups
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with the results being statistically significant in this regard (p=0.017).
Also, younger patients had advanced stage of the disease with concomitant
higher rate of lymph node positivity reported and greater number
of lymph nodes involved in the malignant process in the younger age
groups as compared to the elderly patients in the present study in close
accordance with the similar studies conducted in the past which concluded
more aggressive behavior and poorer outcomes in younger age groups in
comparison to patients in the elderly age groups (p=0.042).>!! On histo-
pathological examination, stage II followed by stage III were the commonest
stages reported in the younger and elderly age groups as against stage I
and IV based on their prevalence (p=0.006) in accordance with the findings
of the study conducted by Zhang et al."* which reported stage II to be
the predominant stage in both the younger and elderly age groups. Similar
studies conducted by Manilal et al.® Sidoni et al.'' Thapa et al.'® and
Thangjam et al.", though, found stage III to be the predominant stage
reported in the younger women (<40 years) as against stage IT which was
the most common stage reported in the elderly age groups (> 40 years).
As per Colleoni et al.'” more aggressive behavior of the disease was seen
in 48% of the young patients. Again, Infiltrating Ductal Carcinoma-Not
otherwise specified (IDC-NOS) was found to be the most common
variant of breast carcinoma in both the younger and the elderly age
groups in the present study followed by the invasive lobular carcinoma
and mucinous carcinoma in the younger and invasive lobular carcinoma
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and mucinous carcinoma and papillary carcinoma in the elderly age
groups in agreement with the results of most of the studies conducted
previously wherein IDC-NOS has been the most common histological
type of breast carcinoma in both the younger and the elderly age
groups.” 1318 Likewise, the results of the present study revealed a more
aggressive and advanced stages of breast carcinomas cases reported in
the younger age groups as reported on immuno-histochemistry. Breast
cancers with estrogen receptors are referred to as ER-positive (or, ER+)
while those with progesterone receptors, PR-positive (or, PR+). Breast
cancers which have a significant number of receptors for either estrogen
or, progesterone are considered hormone-receptor positive and are much
more likely to respond to hormone therapy than cancers which are ER/PR-
negative. Likewise, breast cancers which have high levels of a growth-
promoting protein called HER2/neu, are called HER2-positive. HER2
positive cancers are more aggressive than HER2 negative cancers. The
number of cases with triple negative breast carcinomas was found to be
more in the younger age groups in the present study compared to the
elderly age groups (40% vs. 18.7%) (p<0.043), a finding which was
in agreement with most of the previous studies which reported
triple negative breast carcinoma cases and high grades of tumor with
lymph nodal involvement and poorer prognosis to be commonly seen in
association with patients in the younger age groups.””** Another important
finding of the present study was that almost half of the breast carcinoma
cases reported in the younger age groups were found to be ER/PR Negative
(8 of the ER/PR Negative as well as Her2 Negative cases and 2 of the
ER/PR Negative and Her2 Positive cases) and thus, they were not the
potential candidates for hormone therapy as was the case with the elderly
age groups wherein most of the cases were found to be ER/PR-positive and
thus, more responsive to hormone therapy.

CONCLUSION

To conclude, breast cancers diagnosed in younger age groups present
with an aggressive behavior and poorer outcome in comparison to
patients in the elderly age groups. Also, such cancers often tend to
present with advanced stages of the disease process and high grades of
tumor with lymph nodal involvement and metastasis at the time they
are first diagnosed conferring an inferior prognosis. This illustrates the
need for more clinical trials to be conducted on younger patients with
breast cancers with an aim to improve the overall outcome in this age
group. Breast cancer awareness and screening programs and easy access
to health care delivery systems may, also, help to increase the awareness
and detect breast cancers in their early stages. Thus, women in this age
group must be educated for regular self examination and early medical
attention on discovery of any breast lump that is persistent for more
than a certain duration. Also, clinical breast examination at health care
delivery systems during routine check-ups should be encouraged to
facilitate an early intervention, if at all needed.
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ABBREVIATIONS

IDC-NOS: Infiltrating Ductal Carcinoma-Not otherwise specified;
H&E: Haemotoxylin and Eosin; ER-positive (or, ER+): Estrogen
receptor positive; PR-positive (or, PR+): Progesterone receptors.

REFERENCES

1. Thomson CS, Brewster DH, Dewar JA, Twelves CJ. Improvements in survival
for women with breast cancer in Scotland between 1987 and 1993: Impact of
earlier diagnosis and changes in treatment. Eur J Cancer. 2004,40(5):743-53.

2. PetoR, Boreham J, Clarke M, Davies C, BeralV. UK and USA breast cancer deaths
down 25% in year 2000 at ages 20-69 years. Lancet. 2000;355(9217):1822-8.

3. Gnerlich JL, Deshpande AD, Jeffe DB, Sweet A, White N, Margenthaler JA.
Elevated breast cancer mortality in women younger than age 40 years
compared with older women is attributed to poorer survival in early stage
disease. J Am Col Surg. 2009;208(3):341-7.

4. ElSaghir NS, Seoud M, Khalil MK, Charafeddine M, Salem ZK, Geara FB, et al.
Effects of young age at presentation on survival in breast cancer. Bio Med
Central Cancer. 2006:6:194-7.

5. Anders CK, Hsu DS, Broadwater G, Acharya CR, Foekens JA, Zhang, et al.
Young age at diagnosis correlates with worse prognosis and defines a
subset of breast cancers with shared patterns of gene expression. J Clin Oncol.
2008;26(20):3324-30.

6. Manilal B, Bhargavi D, Patnayak R, Jena A, Reddy KS, SampathV, et al. Breast
cancer in young: Experience at a tertiary care center in Tirupati Andhra Pradesh.
J Clin Sci Res. 2016;5:93-100.

Mohanti BK, Raina V, Gogia A, Deo SVS, Shukla NK. Young patients with breast
cancer (<35 years): Single-institution study of 194 patients from India. J Mol
Biomark Diagn. 2013;6:261-4.

8. Das U, Lakshmaiah KC, Lokanatha D, Babu G, Jacob L, Babu S. Breast Cancer in
Women of Younger than 35 Years: A Single Center Study. J Mol Biomark Diagn.
2015;6(6):261-4.

9. Nixon AJ, Neuberg D, Hayes DF, Gelman R, Connolly JL, Schnitt S, et al.
Relationship of patient age to pathologic features of the tumor and prognosis
for patients with stage | or, Il breast cancer. J Clin Oncol. 1994;12(5):888-94.

10. Meng J, Lang R, Fan Y, Fu L. Clinico-pathological and biological features of
breast cancer in young females and their relationship with prognosis. Zhonghua
Zhong Liu Za Zhi. 2007;29(4):284-8.

11. Sidoni A, Cavaliere A, Bellezza G, Scheibel M, Bucciarelli E. Breast cancer in
young women: Clinico-pathological features and biological specificity. The
Breast. 2003;12(4):247-50.

12. US Department of Health and Human Services. SEER Cancer Statistics
Review: 1975-2014. National Cancer Institute. Bethesda, MD, USA. https://seer.
cancer.gov/csr/1975_2014.

13. Walker RA, Lees E, Webb MB, Dearing SJ. Breast carcinomas occurring in
young women (<35 years) are different. Br J Cancer. 1996;74(11):1796-800.

14. Zhang Q, Ma B, Kang M. A retrospective comparative study of clinico-pathological
features between young and elderly women with breast cancer. Int J Clin Exp
Med. 2015;8(4):5869-75.

15. Bertheau P Steinberg SM, Cowan K, Merino MJ. Breast cancer in young women:
Clinico-pathologic correlation. Semin Diagn Pathol. 1999;16(3):248-56.

16. Thapa B, SinghY, Sayami P Shrestha UK, Sapkota R, Sayami G. Breast cancer
in young women from a low risk population in Nepal. Asian Pac J Cancer Prev.
2013;14(9):5095-9.

17. RainaV, Bhutani M, Bedi R, Sharma A, Deo SV, Shukla NK, et al. Clinical features
and prognostic factors of early breast cancer at a major cancer center in North
India. Indian J Cancer. 2005;42(1):40-5.

18. Thangjam S, Laishram RS, Debnath K. Breast carcinoma in young females
below the age of 40 years: A histo-pathological perspective. South Asian J Cancer.
2014,3(2):97-100.

19. Colleoni M, Rotmensz N, Robertson C, Orlando L, Viale G, Renne G, et al. Very
young women (<35 years) with operable breast cancer: Features of disease at
presentation. Ann Oncol. 2002;13(2):273-9.

20. Assi HA, Khoury KE, Dbouk H, Khalil LE, Mouhieddine TH, ElSaghir NS.
Epidemiology and prognosis of breast cancer in young women. J Thorac Dis.
2013;5(Suppl 1):S2-8.

21. Fredholm H, Eaker S, Frisell J, Holmberg L, Fredriksson I, Lindman H. Breast
cancer in young women: Poor survival despite intensive treatment. PLoS One.
2009;4(11):7695-706.

22. Xiong Q, Valero V, Kau V, Kau SW, Taylor S, Smith TL, et al. Female patients with
breast carcinoma age 30 years and younger have a poor prognosis: The MD
Anderson Cancer Center experience. Cancer 2001;92(10):2523-8.

23. Chung M, Chang HR, Bland KI, Wanebo HJ. Younger women with breast
carcinoma have a poorer prognosis than older women. Cancer. 1996;77(1):97-103.

~

Cite this article : Das P, Khuntia PK, R Das, Nayyar AS. A Retrospective Clinico-pathologic Analysis of 100 Breast Cancer Cases: Experience from a Tertiary Care

Hospital of Coastal India. Int J Med Public Health. 2020;10(2):81-4.

84 International Journal of Medicine and Public Health, Vol 10, Issue 2, Apr-Jun, 2020



