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ABSTRACT

Aims: Objective of study was to observe the frequency of breast cancer metastasis among different morphological subtypes passing
through different stages of breast cancer.

Introduction: Spread of cancer tissues from site of origin to local or distant areas is not simple. It is a complex process which involves
different chemical reactions and systems of body. Simultaneously system and reactions start and series of continuous chemical reactions
proceed. There are many morphological sub types but considerable types are Ductal, Papillary, Medullary, Lobular and Tubular. Breast
ultrasound is important and earliest technique used to detect abnormal findings in breast either after history, physical exam or
mammogram. Ultrasound. X-rays and C.T scan are cheaper easily available techniques to search metastasis of cancer. Bone scan is a
cheaper modality for diagnosis bone metastasis or primary bone problems and widely used to find out bone metastasis. It is found positive
in some non-malignant conditions, for that reason it is less specific but sensitive test.

Methods: Ultrasound of breast and abdominal organs had been done to detect primary tumor inside breast and secondary spread of cancer
to liver. X-ray and C.T scan had been done to detect pulmonary and cerebral metastasis. Bone scan had been done to detect bone
metastasis. Obtain tissues via core needle biopsy dipped in Formalin were fixed on slide with the Hematoxylin dye then histopathology had
been done for morphological typing, grading and TNM staging.

Result: Distribution of breast cancer patients passing through different stages showed maximum valid and cumulative percentage of
patients with stage 4, n=100 respectively. Stage 1 related cases were least in frequency and percentage. Frequency of auxiliary nodal
metastasis was noted in majority of cases n=104 and peripheral lymph nodes (clavicular or contra lateral mammary lymph nodes)
involvement were least in number n=18. Frequency and percentages of liver and lung metastasis were low while lowest to cerebral
metastasis. Metastasis was low in frequency and non-metastatic cases were more. Over all lungs metastasis found predominant.
Commonest type was found in the study was infiltrative ductal carcinoma. Papillary is at second number and infiltrative lobular carcinoma
is at third number. Parametric and non-parametric calculation showed direct association among TM staging and metastasis to different
organs. Results were significant. Distribution was symmetrical and lightly tailed.

Conclusions: Commonest type was found in the study was infiltrative ductal carcinoma. Parametric and non- parametric calculation
showed direct association among TM staging and metastasis to different organs. Inverse relation was found with nodal metastasis. Results
were significant. Distribution was symmetrical and lightly tailed. Maximum cases were passing through IIB and IIIB. Least cases were of
ITA. Metastasis to lung was found predominant among all stages.
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INTRODUCTION system promotes oncogenesis and metastasis. Still more

. . . . research is needed to prove this cascade [1].
Spread of cancer tissues from site of origin to local or distant P [1]

areas is not simple. It is a complex process which involves
different chemical reactions and systems of body. Together
system and reactions take part and series of continuous
chemical process starts. NOTCHs Receptors are found
involve in conversion of epithelial cells in to mesenchymal
cells through a signaling pathway. Mesenchymal stem cells
can proliferate continuously and can spread easily though
circulation. There are four notch receptors and all are
autonomous receptors. Signaling from this autonomous

Types of breast cancer depend upon cells from where they

Corresponding author: Hoor Fatima, University of Karachi, Karachi,
Sind, Pakistan, Tel +0300 2232470; E-mail: hoorimran@yahoo.com

Citation: Fatima H, Shah H, Saleem O, Abeel M, Haider G, et al. (2022)
Frequency and Association of Metastasis among Morphological Types of
Breast Cancer. Chemother Res J, 3(1): 59-72.

Copyright: ©2022 Fatima H, Shah H, Saleem O, Abeel M, Haider G, et al.
This is an open-access article distributed under the terms of the Creative
Commons Attribution License, which permits unrestricted use, distribution,
and reproduction in any medium, provided the original author and source
are credited.

SciTech Central Inc.
Chemother Res J (CRJ)

59



Chemother Res J, 3(1): 59-72

originate.
In situ:

Ductal: Replacement of normal ductal epithelial tissues
from uncontrolled replicating cells which are limited up to
the layer of origin and noninvasive in nature are referred as
ductal carcinoma in situ. Carcinoma in situ is commonest
breast cancer type diagnosed during the period of 2008-
2012.

Lobular: It is comparatively less common type and
diagnosed only 13% during the period of 2008-2012. Its
pattern in growth is toward lumen of lobules. It may indicate
the development of invasive cancer in future.

Mixed: some noninvasive tumors show mixed properties of
ductal and lobular cancers or may have unknown origin.

Invasive: It is also common variety. Cancer cells break their
fence and disseminate in to neighboring cells. Prognosis of
invasive cancer depend upon its staging [2]. Depending upon
the morphological and molecular type of Breast cancer
different hormonal receptors over express on tissues. There
are 5- common categories based on the expression of
hormone receptors like estrogen receptor (ER), progesterone
receptor (ER), human epidermal growth factor receptor-1 and
2(HER-1 and 2), cytokeratins 5/6 (CK 5/6) (Tables 1 & 2).

Table 1. Breast Cancer - Moose and D, Morphological
classification of human breast cancer.

S. No. Morphological Classification
1 Inflammatory
2 Pregnancy

3 Comedo

4 Micropapillary
5 Papillary

6 Cribiform

7 Solid

8 Clinging

9 Spindle cell
10 Neuroendocrine
11 Clear cell

12 Medullary

13 Secretory

14 Signet ring cell
15 Mucinous

16 Tubular

17 Lobular

18 Mixed cell types
19 Apocrine

20 Malignant myoepithelioma
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Table 2. Molecular and Immuno chemical classification of
human breast cancer.

Category Signature Treatment
ER (+) and/or PR Endocrine RX;
Luminal A
(+); HER-2 (-) Tamoxifen
ER (+) and/or PR Trastuzumab;
Luminal B
(+); HER-2 (+) Tamoxifen
ER (-); PR (-);
Basal-like HER-2 (-); CK5/6  Neoadjuvant RX
(+); HER-1 (+)
HER-2 (+); ER (-
HER-2 (+)/ER (-) Neoadjuvant RX

); PR ()
Normal breast-
like
Hsiao [3]

All markers (-)

It is evident that ultrasound is more successful to evaluate
breast cancer but still mammography is thought to be Breast
ultrasound is important and earliest technique used to detect
abnormal findings in breast either after history, physical
exam or mammogram gold standard as a common tool for
the detection of breast abnormalities, especially in dense
breast tissues [4].

Computer tomography (CT)

A CT scan (also referred as CAT scan or computerized
tomography scan) is a type of X-ray technique that shows
the image of organs in form of slices at different planes. For
the procedure patient lie on a moving table which under- go
through X-ray machine and machine take the cross-section
areas of organs in form of slices to show them clearly.
Sometimes contrast enhanced materials are used to make the
image quality better. Contrast dye can be taken orally or in
infusion form then after few hours x-ray of body are taken.
An attached computer system with machine compiled these
images and creates complete picture. C.T scan also used for
the evaluation of chest wall invasion by cancerous tissues.
Bone scan is a cheaper modality for diagnosis bone
metastasis or primary bone problems and widely used to find
out bone metastasis. It is found positive in some non-
malignant conditions [5-7], for that reason it is less specific
but sensitive test [5-14]. Several studies favor the
importance and superiority of MRI [15-17] and CT scan [16]
over the bone scan in the diagnosis of metastases (including
bone metastases as well as lymph node and visceral
involvement). Instead of faster and more sensitive available
imaging tests like MRI or PET scan, bone scan is still a
common and early suggested scan by physician to rule out
primary and secondary bone pathologies because of its easy
availability and low cost [10,18].
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AIMS

Objective of study was to observe the frequency of breast
cancer metastasis among different morphological subtypes
passing through different stages of breast cancer.

METHODOLOGY
Cross Sectional Observational Study
Selection of Patients

The present study was carried out on 250 patients taken from
Jinnah Post Graduate Medical Centre, (department of
oncology) randomly selected from community. Only
diagnosed cases of breast cancer were selected for the study.
Included patients were adult females from 18 years to
onward, premenopausal, peri-menopausal and
postmenopausal. Cases of all four stages of cancer, married,
unmarried, having different body mass index. Consent form
was described orally to every patient and signature was
taken. Study design was approved by Board of Advance
Studies, University of Karachi and ethical committee of
Jinnah Post Graduate Medical Centre.

Collection of samples: Trained staff was hired for sample
collection. Sterilized materials were used.

Inclusion Criteria

Clinically and histo-pathologically diagnosed cases of breast
cancer were selected for the study.

Exclusion Criteria

Male patients, Patients suffering from primary Bone
diseases, Diabetes, Hepatobiliary disease and previous
history of any other type of malignancy were excluded from
the study. Collections of tumor tissues for histopathology
(Formalin-fixed paraffin-embedded tissue specimens).
Tissues were examined for tumor characteristics at
chromosome and molecular level at JPMC and BMSI.
Ultrasound of abdominal organs had been done to detect
secondary spread of cancer to liver. X-ray and C.T scan had
been done to detect pulmonary metastasis. C.T scan of brain
had been done to detect cerebral metastasis.

Statistics

For statistical analysis, software SPSS was used. Frequency
tables, Pie chart and histograms are used to describe
distribution, symmetry and tailed of qualitative variables in
terms of mean, median, standard deviation percentage and
standard error of Skewness / Kurtosis. Two tailed ANOVA
test was used to check the statistical substantial variance
among group means. Reliability test was applied. Crohnbach
Alpha is degree of inner reliability and shows how strictly
variables are associated. Regression correlation analysis was
applied to characterize the association and strength of
association via Pearson parametric calculation and Spears on
rho non-parametric calculation among quantitative variables.
Regression is defined in terms of regression coefficient (r or
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s), square of regression coefficient (r2) and adjusted (r).2 A
value of P< 0.05 was considered significant, and P< 0.01
was considered as statistically significant.

RESULT

Table 3 shows characterization of TNM staging in term of
mean, median and standard deviation of breast cancer
population. Further characterization of data includes
skewness and kurtosis-Skewness shows a measure of
symmetry, or more precisely, the lack of symmetry.
Following data is symmetrical. Kurtosisis a measure of
whether the data are heavy-tailed or light-tailed relative to a
normal distribution.

Table 3. Characterization of TNM staging.

Statistics Stage T Stage N Stage M
Valid 283 283 283
N Missing 0 0 0
Mean 2.80 1.05 1.39
Median 3.00 1.00 .00
Mode 2 1 0
Std. Deviation 974 .907 1.713
Skewness -.097 411 .705
Std. Error of
S .145 .145 .145
Kurtosis -1.192 -.752 -1.302
Std. Error of Kurtosis .289 .289 .289
Range 3 3 4
25 2.00 .00 .00
Percentiles 50 3.00 1.00 .00
75 4.00 2.00 4.00

Frequency Table

Table 4 shows distribution of breast cancer patients passing
through different stages in term of frequency, valid and
cumulative percentage. Most frequent cases included in
study were passing through stage 2, n=102 then stage 4,
n=89. Maximum valid and cumulative percentage was of
patients with stage 2, n=36 and stage 4, n=100 respectively.
Stage 1 related cases were least in frequency n percentage.

Table 5 shows distribution of breast cancer patients with
nodal metastasis in term of frequency, valid and cumulative
percentage. Frequency of auxiliary nodal metastasis was
noted in majority of cases n=104 and peripheral lymph
nodes (supra-clavicular or contra lateral mammary lymph
nodes) involvement were least in number n=18. Maximum
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valid and cumulative percentage found in patients with  respectively. Frequency and percentage of patients without
regional and distant nodal involvement n=36 and 100 nodal metastasis was n= 91 and n= 32 respectively.

Table 4. Frequency of different stages of breast cancer in patients.

Valid Cumulative
Frequency Percent
Percent Percent

1 22 7.8 7.8 7.8

2 102 36.0 36.0 43.8
Valid 3 70 24.7 24.7 68.6

4 89 31.4 31.4 100.0

Total 283 100.0 100.0

Table 5. Frequency of nodal metastasis in breast cancer patients.

Valid Cumulative
Frequency Percent
Percent Percent
0 91 32.2 32.2 32.2
1 104 36.7 36.7 68.9
Valid 2 70 24.7 24.7 93.6
3 18 6.4 6.4 100.0
Total 283 100.0 100.0

Table 6 shows the metastasis of breast cancer among stage 4
patients in term of frequency n= 75, percentage, valid
percentage n=26.5 and cumulative percentage n=100.

Table 6. Frequency of metastasis in breast cancer patients.

Valid Cumulative
Frequency Percent

Percent Percent
0 146 51.6 51.6 51.6
1 41 14.5 14.5 66.1
2 12 4.2 4.2 70.3
Valid
3 9 3.2 32 73.5
4 75 26.5 26.5 100.0
Total 283 100.0 100.0

Table 7 is showing frequency n= 217 negative and n= 66  breast cancer metastasis to liver. Frequency and percentages
positive. Percentages n= 76 negative and n= 23.3 positive of  of liver metastasis are low.

SciTech Central Inc.
Chemother Res J (CRJ) 62



Chemother Res J, 3(1): 59-72 Fatima H, Shah H, Saleem O, Abeel M, Haider G, et al.

Table 7. Negative and positive frequencies of breast cancer metastasis on liver.

Valid Cumulative
Frequency Percent

Percent Percent
Positive 66 233 233 233
Valid Negative 217 76.7 76.7 100.0
Total 283 100.0 100.0

Table 8 shows frequency and percentages of breast cancer  positive. Frequency and percentages of cerebral metastasis
metastasis to brain. Frequency n= 284 negative and 34  are very low.
positive is low. Percentages n= 87.6 negative and n=12

Table 8. Frequency and percentages of breast cancer metastasis to brain.

Valid Cumulative
Frequency Percent

Percent Percent
Positive 34 12.0 12.0 12.0
Negative 248 87.6 87.6 99.6
Valid
NA 1 4 4 100.0
Total 283 100.0 100.0

Table 9 shows frequency and percentages of breast cancer and percentages n= 74 in negative, n=25 positive, of lung
metastasis to lungs. Frequency n= 212 negative, 71 positive = metastasis is low.

Table 9. Frequency and percentages of breast cancer metastasis to lungs.

Valid Cumulative
Frequency Percent

Percent Percent
Positive 71 25.1 25.1 25.1
Valid Negative 212 74.9 74.9 100.0
Total 283 100.0 100.0

Table 10 shows frequency n=203, 40 and 31 and study is infiltrative ductal carcinoma. Papillary is at second
percentages n= 71, 14, and 11 respectively of different number and infiltrative lobular carcinoma is at third number.
morphological types. Commonest type was found in the

Table 10. Frequency and percentage of different morphological types.

Valid Cumulative
Frequency Percent
Percent Percent

Infi/Duct 203 71.7 71.7 74.6
Infil/Lobular 31 11.0 11.0 85.5
Valid Papillary 40 14.1 14.1 99.6
NA 1 0.4 0.4 100.0

Total 283 100.0 100.0
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Table 11 shows descriptive analysis of TNM staging and  to brain. Standard deviation is higher for “M” (metastasis) in
metastatic burden to bones, lungs, liver and brain in terms of  comparison to T and N. Standard deviation is same for bone,
mean and standard deviation. Mean of metastasis to liver, liver and lung metastasis but least for cerebral mets.

bone and lung are approximately equal while slightly higher

Table 11. Descriptive analysis of TNM staging and metastatic burden to bones, lungs, liver and brain in terms of mean and
standard deviation.

Mean Std. Deviation N

Stage T 2.80 974 283
Stage N 1.05 .907 283
Stage M 1.39 1.713 283
Bone Scan 1.76 430 283
L Mets 1.77 424 283

Cerebral
1.88 332 283

Mets

Pulm Mets 1.75 434 283

Table 12 shows frequency of metastasis, morphological skewness and kurtosis. Mean of metastasis to liver, bone and
types of tumors in terms of mean, mode, median and lungs are approximately equal while slightly higher to brain.
Standard deviation. Symmetry and two tail distributions are  Standard deviation is nearly same for bone, liver and lung
also determined via the calculation through standard error of  metastasis but least for cerebral mets.

Table 12. Frequency of metastasis, morphological types of tumors in terms of mean, mode, median and Standard deviation.

L Mets Cerebral Mets Pulm Mets Type
Valid 283 283 283 283
N Missing 0 0 0 0
Mean 1.77 1.88 1.75 3.36
Median 2.00 2.00 2.00 3.00
Std. Deviation 0.424 0.332 434 0.806
Skewness -1.268 -2.106 -1.155 0.891
Std. Error of Skewness 0.145 0.145 0.145 0.145
Kurtosis -0.394 3.589 -0.670 1.121
Std. Error of Kurtosis 0.289 0.289 0.289 0.289
Range 1 2 1 5
25 2.00 2.00 1.00
Percentiles 50 2.00 2.00 2.00
75 2.00 2.00 2.00

bone and lung are approximately equal while slightly higher
to brain. Standard deviation is higher for “M” (metastasis) in
comparison to T and N. Standard deviation is same for bone,
liver and lung metastasis but least for cerebral mets.

Table 13 shows descriptive analysis of TNM staging and
metastatic burden to bones, lungs, liver and brain in terms of
mean and Standard deviation. Mean of metastasis to liver,
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Table 13. Descriptive analysis of TNM staging and metastatic burden to bones, lungs, liver and brain in terms of mean and

Parameters
Stage T
Stage N
Stage M

Bone Scan
L Mets
Cerebral Mets
Pulm Mets

Parametric Correlation

Table 14. Linear association of TNM staging to metastasis of organs like liver, bone, lungs and brain.

Stage T
Pearson ’
Correlation
Stage T Sig. (2-
tailed)
N 283
Pearson
-0.148"
Correlation
Stage N Sig. (2-
£ g ( 0.012
tailed)
N 283
Pearson
0.208™
Correlation
Stage M Sig. (2-
£ e ( 0.000
tailed)
N 283

* Correlation is significant at the 0.05 level (2-tailed).

** Correlation is significant at the 0.01 level (2-tailed).

Non-Parametric Correlation

Table 15 shows correlation coefficient of TNM staging and
metastatic burden on body organs brain, lungs, liver and

Mean

2.80
1.05
1.39
1.76
1.77
1.88
1.75

Stage N

-.148"

0.012

283

283

0.185™

0.002

283

Standard deviation.

Std. Deviation

974
907
1.713
430
424
332
434

N
283
283
283
283
283
283
283

Table 14 parametric correlation shows linear association of
TNM staging to metastasis of organs like liver, bone, lungs
and brain. Associations among variables are significant.

Stage M

208"

0.000

283

0.185™

0.002

283

283

Bone Scan

-.185™

0.002

283

0.060

0.311

283

-0.503*

0.000

283

L Mets

-235™

0.000

283

-0.208™

0.000

283

-0.179™

0.003

283

Cerebral

Mets

-0.303™

0.000

283

-0.144"

0.015

283

0.004

0.941

283

Pulm

Mets

-0.279"

0.000

283

-0.272"

0.000

283

-0.294

0.000

283

bones. Correlation is directly proportional to T, M, bone

mets, lung mets and liver mets but inversely related to N and
cerebral mets. Correlation of T N M is significant to all
mentioned organs in Table 15.
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Table 15. Correlation coefficient of TNM staging and metastatic burden on body organs brain, lungs, liver and bones.

Bone Cerebral Pulm
Stage T  Stage N  Stage M L Mets
Scan Mets Mets
Correlation * ok ok k% %k k%
1.000 -.134 283 -.189 -.242 -.310 -.286
Coefficient
Stage T Sig. (2-
.024 .000 .001 .000 .000 .000
tailed)
N 283 283 283 283 283 283 283
Correlation
-134" 1.000 .264™ .038 -245™ -172% -286""
Spearman’s Coefficient
rho Stage N Sig. (2-
.024 . .000 .526 .000 .004 .000
tailed)
N 283 283 283 283 283 283 283
Correlation . » . » »
283 264 1.000 -.524 -.336 -.108 -.382
Coefficient
Stage M
Sig. (2-
.000 .000 . .000 .000 .070 .000
tailed)

* Correlation is significant at the 0.05 level (2-tailed).

** Correlation is significant at the 0.01 level (2-tailed).
Figure 1 shows distribution of positive and negative cases of
liver mets. Maximum cases approximately ¥ are negative

for mets.

Cerebral Mets

W rostive
[ Negative
Ona

Figure 1. Distribution of positive and negative cases of liver mets.

Figure 2 shows distribution of positive and negative cases of
cerebral mets. Maximum cases approximately less than 3/4
are negative for mets.
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L Mets

W postive
B Nogative

Figure 2. Distribution of positive and negative cases of cerebral mets.

Figure 3 shows distribution of positive and negative cases of
cerebral mets. Maximum cases approximately 3/4 are
negative for mets.

Pulm Mets
W postive
@ Negative

Figure 3. Distribution of positive and negative cases of cerebral mets.

Figure 4 shows distribution of different common approximately less than 1/4. Infiltrative lobular type is at
morphological types of breast cancer. Maximum cases third number and others are least frequent in occurrence.
approximately 3/4 are infiltrative ductal type then papillary

Type
Woch
Eocm
Clinfi 7 Duct
I nfil / Lobutar
ClPapitary
[ LTS

Figure 4. Distribution of different common morphological types of breast cancer.
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Figure 5 shows distribution of breast cancer among patients
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passing through different stages. Maximum patients were in  stage.

Stage T
120
100
80—
=
=3
=
@
=
T 60
B
[V
40—
20
o T T T T
1 2 3 4
Stage T

Figure 5. Distribution of breast cancer among patients passing through different stages.

Figure 6 shows frequency bars of nodal metastsasis.

Invlovment of ipsilateral mobile nodes are greates, matted or ~mammary nodes are least.

Stage N

1207

100

80

607

Frequency

40

[«

-
N -
W) -

Stage N

Figure 6. Frequency bars of nodal metastsasis.

stage II then stage IV then stage III. Least cases were of

fixed ipsilateral nodes are greater and clavicular or internal
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Figure 7 shows frequency of metastasis or non metastasis to ~ maximum.
other tissues. Nonmetastasis was superior while stage 4 is
Stage M
150
100+
>
o
c
@
3
o
@
L
w
50
0 T T T T T
0 1 2 3 4
Stage M
Figure 7. Frequency of metastasis or non metastasis to other tissues.
DISCUSSION percentages of breast cancer metastasis to lungs showed that

Our study shows the characterization of TNM staging in
term of mean, median and standard deviation of breast
cancer population. Further characterization of data includes
skewness and kurtosis. Skewness shows a measure of
symmetry, or more precisely, the lack of symmetry. The data
of study is symmetrical. Kurtosis is a measure of whether the
data are heavy-tailed or light-tailed relative to a normal
distribution. Calculation showed data was lightly tailed.
Distribution of breast cancer patients passing through
different stages showed most frequent cases included in
study were passing through stage 2 then stage 4. Maximum
valid and cumulative percentage was of patients with stage 2
and stage 4 respectively. Stage 1 related cases were least in
frequency and percentage. Distribution of breast cancer
patients with nodal metastasis were noted in majority of
cases and peripheral lymph nodes (clavicular or contralateral
mammary lymph nodes) involvement were least in number.
Maximum percentage found in patients with regional and
distant nodal involvement was low. Frequency and
percentage of patients without nodal metastasis were high.
Frequency and percentages of liver metastasis were low.
Positive patients for metastasis to liver were less as compare
to negative. Frequency of cerebral metastasis was found very
low than another site of metastasis. Frequency and

negative cases were more than positive cases. Commonest
type was found in the study was infiltrative ductal
carcinoma. Papillary was at second number and infiltrative
lobular carcinoma was at third number. Parametric
correlation showing linear association of TNM staging to
metastasis of organs like liver, bone, lungs and brain.
Association among variables is significant. Non-parametric
correlation showing correlation coefficient of TNM staging
and metastatic burden on body organs brain, lungs, liver and
bones. Correlation is directly proportional to T, M, bone
mets, lung mets and liver mets but inversely related to N and
cerebral mets. Correlation of TNM is significant to all
mentioned organs. Frequency of metastasis or non-
metastasis to other tissues showed that non-metastasis cases
of were more. stage 4 cases were maximum in number.
Accurate disease staging is important in decision-making for
patients with primary breast cancer, both in treatment
planning (locoregional versus systemic therapy) and in
establishing the likely prognosis. Determining the presence
of metastasis both at presentation and after initial treatment
is a key factor in optimal diagnosis and determining ongoing
treatment [19-20]. Despite guidelines it is unclear if there is
consistency as to the most appropriate initial staging
investigations, and therefore the type and timing of staging
investigations vary greatly between units. The likelihood of
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metastatic disease at the time of breast cancer diagnosis is
very low 19, so there is no clear evidence to support
universal baseline intensive staging, and in fact several
studies have suggested that staging in this manner is of
limited value [19-25]. The yield of staging investigations is
particularly low for patients with small tumors and negative
auxiliary nodes. However, many patients continue to
undergo extensive staging at the time of diagnosis [26-28].
Over staging can lead to unnecessary resource use (which
could be better used to appropriately stage other patients),
unnecessary psychological distress [29], and possible delays
to treatment. Observations and experiments enhance the
confidence for Quality assured practice and facilitates
further continuity in field of research [30]. Due to
considerable burden of Breast cancer a rational and cost-
effective regimen is needed to over-come the current
situation. Knowledge and implementation regarding the
staging for breast cancer treatment especially in early cases
play key role for future planning. To make an accurate
staging there must be focused and standardized investigation
to classify early cases of breast cancer. For the concerned
purpose many international guidelines are available to serve
for staging in early cases [31-35]. Other studies showed that
common sites of metastatic disease in breast cancer include
bone, lung, and liver. Traditionally, staging investigations
have therefore included isotope bone scan, chest
radiography, and liver ultrasound. All of the staging
investigations commonly employed in breast cancer
(including CXR, BS, LUS as well as biochemical assays and
tumor markers) have been shown to have very low detection
rates when used at the time of diagnosis. Schneider [25]
found that the overall rate of distant metastasis was only
3.9%, and several papers have reported the detection rates of
individual staging investigations. For isotope bone scan this
has been published as 0.5-11% [23,25,37,42] for liver
ultrasound 0.24-3.3% [23,25,39,43] and for chest
radiography 0.2-1.2% [25,37,39,44,45]. Older guidelines,
such as the National Comprehensive Cancer Network [35]
recommended a comprehensive base- line workup; however,
several studies have found that the routine undertaking of
staging investigations is unnecessary, and this is now
reflected in current guidelines. A large study found that of
the 80% patients diagnosed with early breast cancer
undergoing baseline BS, skeletal metastasis was only
detected in approximately 6%, whilst baseline CXR and
LUS had even lower pick-up rates [46]. In a cohort of 781
patients evaluated by Morris et al., 34% underwent a staging
bone scan, but only 14.3% patients presented with metastatic
disease at any site, and the yield of bone scans was only
15.8% [47]. Importantly in this study, the majority of
patients found on staging isotope bone scan to have skeletal
metastases were symptomatic, and there was high clinical
suspicion in the vast majority of the remainder. This
amounted to an incidental bony metastasis rate of only 1%
[47]. In contrast, they found that the negative predictive
value of normal liver function tests was 97.6%. This
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suggests that patients should undergo liver biochemistry
routinely, particularly as they present much lower cost [47],
but our survey would suggest that over 30% of respondents
are not using liver function tests routinely.

CONCLUSIONS

Metastasis was low in frequency and non-metastatic cases
were more. Commonest type was found in the study was
infiltrative ductal carcinoma. Papillary is at second number
and infiltrative lobular carcinoma is at third number.
Parametric and non-parametric calculation showed direct
association among TM staging and metastasis to different
organs. Results were significant. Distribution was
symmetrical and lightly tailed. Maximum cases were passing
through IIB and IIIB. After that cases of stage IIIA were
more. Least cases were of IIA. Metastasis to lung was found
predominant in all stages.
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