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Abstract

Objective: To predict factors which influence positive axillary lymph node metastasis
(ALNM) in early stage of breast cancer in women.

Patients and Methods: A prospective study was carried out between the 1st of October
2002 and the 1st of October 2008 at Al-Ramadi Teaching Hospital. One hundred
women in early stage of breast cancer with impalpable axillary lymph nodes were
included. The breast lamp and the axillary lymph nodes samples were histopathologically
assessed.

Results: Analysis of axillary lymph nodes biopsies showed positive axillary lymph nodes
metastasis in 34 (34%) of the patients. Four out of 30 patients (13.3%) were in stage |
their mean age was (42+18.7 years) and 30 out of 70 patients (42.8%) were in stage II,
their mean age was (45+16.9 years).

Conclusion: Tumor size, poor histological grade, lymph vascular invasion, age and,
parity are significant predictors of axillary lymph nodes metastasis.
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Introduction:

constitutes a major The proportion of invasive breast

Breast cancer

economic and public health problem
in the world due to the high morbidity and
mortality rates. Worldwide, Breast cancer
is the second most common type of cancer
after lung cancer ( 10.4% of all cancer
incidence, both sexes counted and it is
found at all ages , but it is most prevalent
in women between 40 and 60 of age, the
risk of its development steadily increases
up to age 60, then plateau and once again
rises after the age of 55 ™ Axillary lymph
node metastasis (ALNM) is the most
important prognostic factor and an
important determinant for survival of
patients with breast cancer.
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carcinoma is increasing. The incidence and
predictive factors associated with ALNM
in patients with primary tumor, the role of
axillary lymph node dissection has been
controversial ®

Axillary lymph node dissection
has been the reference standard for
establishing lymph node involvement,
although 40%-70% of patients with breast
cancer have histopathologically negative
axillary lymph nodes ©"

To reduce the reported high
morbidity associated with lymph node
dissection, the less invasive surgical lymph
node biopsy technique has been introduced
as an alternative to complete axillary
lymph node dissection'“*-®
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Nevertheless, sentinel node biopsy
is an invasive technique and is associated
with radiation caused by a radioactive
tracer-guided procedure that facilitates
identification, removal, and pathological
examination of the sentinel lymph node.
Thus, a noninvasive technique that assists
in the accurate identification of axillary

lymph node metastases would be
beneficial ©.
With the increase in routine

screening mammography, the number of
Tla and T1b breast cancer diagnoses has
increased proportionally (.

Several studies were reported on
the predictive factors of ALNM in small,
invasive breast cancers to determine
whether ALN dissection could be avoided
in this subset of patients. These studies
also found that younger age, increasing
tumor size, ad lymph vascular invasion
(LVI) correlated with a higher incidence of
ALNM @89,

Unfortunately, many patients with
primary breast cancer present with
advance stage which increase the
possibility of positive axillary lymph node
metastasis (ALNM). Therefore, this study
was carried out to predict factors that may
influence positive ALNM in early stage of
breast cancer in women.

Materials and Methods:

A prospective study of one hundred
women with breast cancer was carried out
from the 1st of October, 2002 to the 1st of
October, 2008 at Al-Ramadi Teaching
Hospital.

All patients with early stage of
breast cancer with clinically impalpable
axillary lymph nodes and a positive fine
needle aspiration (FNA) were selected
randomly in the present study. Lobectomy
done and axillary lymph nodes biopsy
through separate small axillary incision at
least five lymph nodes and mass were sent
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for size, duct invasion, histological grade
of tumor, lymph vascular invasion,
estrogen and progesterone status.

Results:

Table (1) summarizes the predictor factors
that influence positive axillary lymph
nodes metastasis (ALNM) in early stage of
breast cancer in one hundred patients.

Axillary  lymph  nodes  were

positive for metastasis disease in 34
patients (34%). Tumor size was between
0.7 — 4.7 cm with a mean of 2 cm.
Positive axillary lymph node were seen in
4 patients (13.3 %) out of 30 patients in
stage | and in 30 patients (42.8%) out of
70 patients in stage- I1.

Infiltrating ductal carcinoma were
present in 82 out of 100 patient (82 %).
The rest 18 had infiltrating lobular
carcinoma. Positive ALNM were found in
24 out of 82 patients (29.3%) with
infiltrating ductal carcinoma and in seven
out of the 18 patient (33.8%) with
infiltrating lobular carcinoma.

Lymph vascular invasion were
present in 15 patients only. Out the 15
patients with lymph vascular invasion, ten
patients (66.6%) had positive ALNM , of
the rest 85 patients without lymph vascular
invasion, 21 patients (24.7%) had positive
ALNM .

Histological grading shows the
following data, poorly differentiated tumor
without tubular feature in 20 patients of
100, out the 20 patients, 13 patients 65%
had  positive ~ ALNM.  Moderately
differentiated tumor in 70 (70%) of the
patients , 19 patients (27.1%) of them had
positive ALNM well differentiated tumor
in ten patients (10%), in whom 2 patients
(20%) had positive ALNM .

The ages of the patients were
ranging from 28-72 years old. The cut-off
age value was 50 years, only 20 patients
(20%) were under 50 years with a mean
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age of 36x£13.5 years, in whom nine (40%)
had positive ALNM, while 80 patients
(80%) were above 50 years with a mean
age of 55+9.8 (60%), and a positive
ALMN was found in 25 (31.2%) patients .
Parity shows increasing risk of
ALNM in women with breast cancer, as
70% of 34 patients with ALNM were
multipara (more than 5 children) .

m
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Estrogen receptor (ER) status: Out
of 100 patients, 66 patients (66%) were
with positive ER, in whom 18 patients
(27%) had positive ALNM, the rest 48
patients (72.7%) had negative ALNM. Out
of the 34 patients with negative ER, eight
patients (23.5%) had positive ALNM, and
the rest 26 patients (76.4%) had negative
ALNM.

Table (1): Summary of ALNM by stage | & Il breast cancer and the predicting factors.

Predicting factor
Tumor stage &size

Stage 1 4/30
(<2cm)

Stage 2 30/70
(>2cm)

Histological grading

Poorly differentiated 13/20
Moderately differentiated 19/70
Well differentiated 2/10
Infiltrating lobular 7118
Infiltrating ductal 24 /82
Lymph vascular invasion 10/15
Non lymph vascular 24 /85
Invasion
Age

28 - 50 9/20
50-72 25/80

Hormonal receptor
Estrogen receptor Positive 18 /66
Estrogen receptor negative 8/34
Multiparity 24 /34

No. of Positive ALNM

% No. of Negative ALNM %
133
26 /30 86.7
42.8 4070 57.2
65 7120 35
271 42170 72.9
20 8/10 80
38.8 11/18 61.2
293 58/ 82 70.7
66.7 5/15 333
282 61/85 718
45 11/20 -
313 55/ 80 687
273 48166 727
23.3 26/3410/34 76.7
69.6 29.4
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Figure (1): Relationship between positive axillary lymph nodes metastasis (ALNM) and

tumor size.
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Presence of lymph vascular invasion
Figure (2): Percentages of positive and negative lymph vascular invasion in patients
with positive ALNM.
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Figure (3): Percentages of positive ALNM according to histological grading
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Figure (4): Age of patients & percentages of positive ALNM.

Discussion:

ALNM is an important prognostic
indicator ~ which  necessitate  further
management, for this reason, factors which
predict it's involvement are important. In
our study, tumor size was an important
indicator of percentage of ALNM . Figure
(1) shows clearly this relation of tumor
size in centimeter to percentage ALNM.
Other studies have shown the same
relationship®®!1?. Lymph  vascular
invasion was a strong predictor of positive
ALNM as shown in figure ( 2) as well as
prognostic value, tumor-laden lymphatic
which can be an important indicator of
recurrence and have been found in 10% to
15% of patients without metastasis.

In one study of patients with stage |
disease and lymphatic invasion, the
recurrence rate was 32% compared with
10% no lymphatic tumor emboli®®. In
another study, 51% of the 181 patients
with lymphatic invasion had ALNM
compared with 19% of the 669 patients
without  lymphatic  invasion ~ @%.
Histological grading is an important
predictor to ALNM as shown in figure (3).
Previous studies have shown poorly
differentiated tumors which have more and
earlier ALNM @59 Age of patients
predicted positive ALNM is shown in
figure (4 ) . Another study shows 37% of
the 63 women younger than age 40 had
lymph node involvement compared with
25% of the 787 women with older than
age 40%). Younger women tend to have a
poorer prognosis than post - menopausal
women due to several factors. Their
breasts are active with their cycles, they
may be nursing infants, large family size,
and may be unaware of changes in their
breast™”. In the present study, estrogen
status does not predict ALNM, but helps in
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predicting method of treatment and
recurrence and survival .

As patient with tumor that express ERs
have a higher disease - free survival and
overall survival than patients whose
tumors are ER — negative ™' These
findings are most notable in patients with
ALNM @ but do not appear to indicate
an advantage for those with tumor - free
axillary nodes. ER finding may be useful,
however; when combined with tumor size
and oncogene expression Y. Positive ERs
also indicate improved survival after
recurrence and an even better prognosis
when both ERs and PRs are expressed 2.
Parity shows increasing risk of ALNM in
8g)r study, another study shows same result
Conclusions & Recommendations:
ALNM was mostly related to lymph
vascular invasion in primary breast cancer,
followed, in order of significance by
histological grading, tumor size, age of
patient and parity. The author of the
present work recommends that patient with
early primary breast cancer would have
their axillary being assessed by either by a
classical ALNM dissection or by intra
operative lymph nodes biopsy. The used of
more Advanced Super Paramagnetic Iron
Oxide (USPIO) — enhanced Magnetic
Resonance (MR) imaging @ is also
recommended.

References:

1.World Health Organization International
Agency for Research on Cancer. World cancer
report. Fact sheet No.297: Cancer , 2003.

2-Rivadeneira DE, Simmons RM, Christos PJ,
Hanna K, Daly JM, and Osborne MP.
Predictive factors associated with axillary
lymph node metastasis in Tla and T b breast
carcinomas: analysis in more than 900 patients.
J Am Coll Surg. 2000; 191(1):1-6.

Anb Med J Vol.10 No.2 Spt. 2012; 62-68



http://doi.org/10.33091/AMJ.0901022012

Al-AnbarMedicalJournal

Factors Predicting Positive...

3.Rosa F, Hwang RF, Krishnamurthy s, Hunt KK,
Mirza N, et al. Clinicpathologic factors
predicting involvement of nonsentinel axillary
nodes in women with breast cancer. Am Surg
Oncol, 2003; 30(3):248-254.

4.Memarsadeghi M, Riedl CC, Kaneider, RA, Galid
a, Rudas, m and et al. Axillary lymph node
metastasis in patients with breast carcinomas:
Assessment with nonenhanced versus USPIO-
enhanced MR imaging. J Magn Reson Imaging
2002:16:60-68.

5-Chagpar AB, and McMasters KM. Sentinel lymph
node biopsy for breast cancer: from
investigational procedure to standard practice.
Expert Rev Anticancer Ther, 2004; 4:903-912.

6-Chen N, Palleschi S, Khoynczhad, A, Gecelter G.
et al. Role of primary breast cancer
characteristics in predicting positive sentinel
lymph node biopsy results. Arch Surg,
2002;137:606-610.

7-Cady B, Stone MD, Schuler JG, Thakur R,
Wanner MA, Lavin MA, Lavin PT. The new era
in breast cancer : invasion, size, and nodal
involvement dramatically decreasing as a result
of mammographic screening. Arch Surg. 1996;
131:301-308.

8-Wada, N, Imoto, S, Yamauchi C, Hasebe T, and
Ochiai F. Predictors of tumor involvement
lymph nodes of breast cancer patients with
positive sentinel lymph node. Eur J Surg O,
2005; [ PubMed].

9- Viale G, Maiorano E, Pruneri G, Mastropasqua
MG, Valentini S, et al. Predicting the risk for
additional axillary metastasis in patients with
positive lymph node biopsy. Ann Surg. 2005;
241:39-325.

10. Ylagon C, Shoushas, and Sinnett HD. Primary
tumor characteristics and axillary lymph node
status in breast cancer . Br J Cancer.
1999;80:1974-1978.

11. Chadha M, Chabon AB, Friedmann P, Vikram
B. predictors of axillary lymph node metastasis
in patient with T* breast cancer. Cancer.
1994;73:350-353 .

12. Fein AD, Fowble BL, Handon AL, et al.
Identification of women with T-T2 Dbreast
cancer at low risk of positive axillary nodes. J
Surg oncol 1997;65:(34-34) .

http://doi.org/10.33091/AMJ.0901022012

Jamal K.AL-Qaisy

13. Roses DF, Bell DA, Flotte TJ, et al.
pathological predictors of recurrence in stage-
1 breast cancer. AMJ Clin. Patho.
1982:78:817-820.

14. Gajdos C, Tartter PI, and Bleiweiss 17,
lymphatic invasion , tumor size and age are
independent predictors of axillary LNM in
women. Ann Surg 1999 Nov; 230 (50):692-6.

15.  Carcoforo, P,Maestorni,U, Queezoli, P,
Lanzara, S, Maravegias.K, Feggi,L and Soliani,
G. Cancer features can predict additional
lymph node involvement in patients with
sentine. J Surg.2006,30,1657-1657.

16. Rivadeneira DE, Simmons RS, Christos PJ,
Hanna K, Day JM, osborne MP, Predictive
factors associated with ALNM in T'a and T!b
breast carcinoma. J AM coll Surg 2000;
191:1-8 .

17. Shoap M, Malinza KL, Wiesenberger J, Avahna
GV. predictor of ALNM inT?* breast carcinoma.
Ann Surg . 1999;65:748-753 .

18. Bezwoda WR,Esser JD, Dansey R., Kessel and
Lange M. The value of estrogen and
progesterone receptor in breast
cancer.Cancer,1991,68.867-872.

19. Dongegan WL. Prognostic factor: stage and
receptor status in breast cancer. Cancer
1992;70:1755-1764.

20. Alankoa H, Heinonen E, Scheinen T,
Tolppanen FM, Vihko R. Significance of
estrogen and progesterone disease free interval,
and axillary metastasis on survival cancer
patient. Cancer 1995:56:1696-1700.

21. Ruder AM, Lubin F, Wax Y, et al. Estrogen and
Progesterone receptors in breast cancer
patient. Cancer 1987:60:382-385.

22. Hawkins A, White G, Bundred, et al. Prognostic
significance of estrogen and progesterone
receptor activity in breast cancer. Br J Surg
1987;60:382-385.

23. Manjer J., Balldin G., Zackrisson S.,and Garne
JP. parity in relation to risk of ALNM in women
with breast cancer . Eur Surgery 2005;37:179-
184.

24. Memarsadeghi, M., Christopher C. and Riedle
,MD . Axillary LNM in patient with breast
carcinoma; Assessment with non enhanced
versus USDIO — enhanced MR Imaging from
departments of Radiology . medical university
Vienna, General Hospital of Vienna, February
,2006.( e-mail: mazda
memarasadeghi@meduniwien.ac.at)

Anb Med J Vol.10 No.2 Spt. 2012; 62-68

68


http://doi.org/10.33091/AMJ.0901022012

