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Abstract
Study objective: To study survival of breast cancer in very young age women
< 35 years over the period between 2000-2005. To relate recurrence rate
and survival to risk factors as lymph node involvement, and Estrogen and
progesterone status.
Design and Setting: Non-randomized retrospective study in patients with breast
cancer confirmed by biopsy in Oncology department in TMC.
Patients: 552 patients were seen, 93 patients < 35 years representing 16.8%
were included in this study .
Results: Patients < 35 represent 16.8%. Their stages were not different from
older patients, No difference in tumor grade. In the majority of the patients
under 35 years estrogen and progesterone receptor status were negative (55.6%),
but the majority of the patients over 35 years were estrogen and progesterone
receptor positive (55.5%) (p=0.035). Visceral metastases were more common
in the under 35 years (50%) versus (29%) in patients above 35 years (p=0.04).
Overall survival rate in very young age at 1st , 2nd and 5th years was 94.5%,
85%and 74% respectively, while overall survival rate in patients above 35 years
at 1st ,2nd and 5th years was 96%, 89%and 81% respectively regardless of age.

older patients. Tumors in young women were less differentiated, high grade, has
high proliferating fraction and had more vascular invasion and negative steroid
hormone receptors (3-6).One study concluded that younger patients with ERpositive tumors had a significantly worse prognosis than younger patients with
ER negative tumors. (7)
Also they have reduced efficacy of adjuvant chemotherapy for these very young
patients with endocrine responsive tumors. (8)
The occurrence of early –onset breast cancer has been associated with mutation
in BCRA1 and BRCA2 genes. The majority of breast cancer patients found to
have BRCA1and BRCA2 reveal a family history of breast cancer and /or ovarian
cancer in at least one first degree relatives. (9-11)
Women diagnosed with breast cancer at age of < 35 years are likely to have
BRCA1, BRCA2 mutation in up to 15-30%.
These mutations are frequently associated with higher histological grade, lack of
estrogen receptors, and high proliferating rate. (12-14)
The age at diagnosis was still a significant predictor with each year younger than
45 years adding 5% to the relative risk of death from breast cancer. (15)

(p=0.04).
Overall recurrence rate at 1st, 2nd and 5th years and survival rate was better in node
negative patients than node positive patients regardless of age (p=0.01).
Overall recurrence rate at 1st, 2nd and 5th years and survival rate was better in
estrogen positive patients than in estrogen negative patients p=0.04.
Conclusion: women < 35 have a poor prognosis despite a similar stage and
grade to older women. They have more estrogen and progesterone negative
status tumors (p=0.035) and greater tendency to develop visceral metastases
than older women.

Aims of the study

Introduction

Materials and Methods

The prognosis of breast cancer in young women is thought to be worse than
older women however this issue is heavily debated. About 2% of patients with
breast cancer are <35 years old at diagnosis. (1, 2). Breast cancer at young age
tends to be more aggressive and associated with poor prognosis compared with

552 breast cancer patients who were registered in Oncology clinic in Tripoli
Medical Center between Jan. 2000-Dec.2005. The Ethical committee in Tripoli
Medical Center approve the study.

1-To study Patients characteristics and stage at disease presentation in young <
35 years and older than> 35 years.
2-To study the various predictive and prognostic factors affecting survival
(hormone receptor status, and lymph node status and age respectively ) in
women younger than 35 years in comparison to older women.
3-To compare between these two groups regarding survival rate at 1st , 2nd , 5th
years.
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Their files were reviewed and information collected include age , family history,
menopausal status, lesion charcteristatic ( site, size) , status of Lymph node,
stage of disease according TNM staging system, type of surgery , histopathology,
Estrogen and progesterone status, type of treatment either adjuvant chemotherapy
and radiotherapy, site of recurrence ,overall recurrence, overall survival after
1,2,and5 years.
Patients were divided into two groups as group 1 < 35 years and groups 2> 35
years. Frequency of all questions was calculated and t and Z test used to calculate
level of significance between variables. p<0.05 was considered significant.
Kaplan Meier curves used for survival analysis to study the effect of age and
hormone receptor status and lymph node involvement in two groups.

Results
552 patients were diagnosed with breast cancer in Tripoli Medical Center
in period between 2000-2005 with mean age of 45 years and 56% were
premenopausal.1.8% were male. 93 (16.8%) of patients were less than 35 years.
Among these patients <35 years ,17.7% has positive family history of breast
cancer in contrast only 14.8% in patients > 35 years had family history of breast
cancer(p=0.3 ). The clinical and pathological characteristic status grouped as
group 1(< 35 years) and group 2(> 35 yeas). Table-1.
Tumor size in group 1 tends to be large T3and T4 (p= 0.05), while group 2 have
small sized tumor (T1and T2) (p=0.04).
Both groups has more positive lymph node, it was 58% in group 1and 60.8%
in group 2. There were no significant difference in lymph node involvement
between these two groups (p = 0.189).
Regarding hormone receptors, 55.5% of group 2 patients have positive hormonal
receptors while only 44.4%of group 1 patients have positive hormonal receptors,
This means younger women tend to have more hormone negative receptor (p=
0.035).
Tumor grade was assessed in 38% of patients, there was no statistical difference
in tumor grade between two groups p=0.89.
HER-2 receptor was assessed only in 17.8% of all patients, 33% had strong
positive HER-2 receptor by immunohistochemistry study. There was no
difference between two groups, 33%in group 1 vs. 30% in group 2.
In group 1, mastectomy and Axillary clearance was done in 75.3%, lumpectomy
and Axillary clearance was done in 19.4% and only biopsy was done in 5.4%,
in group 2, mastectomy and Axillary clearance was done in 76.6%, lumpectomy
and Axillary clearance was done in 15.2% and only biopsy was done in 6.2%.
(p= 0.6).
Adjuvant chemotherapy was given to 86% of group 1, in form of Anthracycline
based chemotherapy in 78.5% of patients and Taxane –Anthracycline based
treatment was given in 7.5% of cases while 82.8% of group 2 received
chemotherapy, 70% received
CAF (Cyclophosphamide, Adriamycin and 5-flourouricil).5.4% received CMF
(Cyclophosphamide Methotraxete and 5-flourouricil). 7.4% received Taxanes
based chemotherapy. (p=0.6).
58% of all patients received adjuvant radiotherapy to chest wall and the axilla
that had breast conserving surgery or locally advanced tumors, or more than 3
positive lymph node. Tamoxifen was given to those who are positive estrogen
and /or progesterone receptors or unknown receptor status. 50.5% 0f group 1
received Tamoxifen while it is given to 71.9% of group 2 (p=0.001), because
there was more positive receptor status in patients > 35 years.
Ovarian ablation was done in 34.3% of group 1. It was done by LHRH analogue
in 97% of patients and 3% by radiotherapy.
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Higher proportion of patients in group 1 developed visceral metastases 50% as
liver, lung, brain) compared with 29% in patients group 2 (p=0.04).
Isolated bone metastases were observed in 25% of patients in group 1 and 28%
in patients group2. 25% of patients group 1 has local recurrence while only
15.6% patients in group 2 developed local recurrence.
There was difference in cumulative recurrence rate in both groups at 1st, 2nd and
5th years. Overall cumulative recurrence rate in patients of group (1)was 10.8%,
22.9%, and 32.4% at 1st, 2nd and 5th years versus 13.8% , 23.4%and 36.4% in
patients group 2 at 1st, 2nd and 5th years.
Overall survival rate was better in women more > 35 years at 5 years. Overall
survival rate in patients of group 1are 94.5%, 85%, and 74.3% at 1st, 2nd and
5th years versus 95.4% , 88.8%and 81% in patients of group 2 at 1st, 2nd and 5th
years (p= 0.01).
Regarding hormone receptors status patients who are estrogen receptor positive
had better survival than those with negative hormone receptors p=0.04 fig -1.
In group 1 patients with ER positive receptors, had overall survival at 1st, 2nd
and 5th years of 95%, 90%and 85%, while ER negative receptors patients, had

overall survival at1st, 2nd and 5th years 95%, 77%, 73% p =0.05.
In patients in group 2 with ER- positive receptors had overall survival at 1st, 2nd
and 5th years of 97%, 89.6%and 82.9%, where ER negative receptors overall
survival at1st, 2nd and 5th years 95%, 83%, 71% (p =0.04).
Patients who were under 35 years and were ER positive had a similar survival
to those who were ER positive and over 35 years, 95%, 90%and 85%vs 97%,
89.6%and 82.9%, at 1st, 2nd and 5th years. (p=0.82)
Patients who were under 35 years and were ER negative had a similar survival to
those who were ER negative and over 35 years, 95%, 77%, 73% vs. 95%, 83%,
71%, at 1st, 2nd and 5th years .( p=0.46)
Lymph node involvement was a very powerful prognostic of survival in both
groups, patients <35 years without nodal involvement had a survival of 100%,
95% and 88.9% at 1st ,2nd and 5th years while those whose lymph node were
involved had a survival of 93.6% ,82.1% ,and 60% at 1st ,2nd ,and 5th years.
Patients>35 years without nodal involvement had a survival of 100%, 99% and
95% at 1st, 2nd and 5th years while those whose lymph node were involved had a
survival of 95.2% ,86% ,and 77% at 1st ,2nd ,and 5th years.
The presence of positive lymph node had more adverse effect on survival in
group 1 < 35 years than older group 2 > 35 years, 93.6%, 82%, and 60% in
patients<35 years versus 95%, 86%, and 77% at 1st, 2nd, and 5th years in patients
> 35 years. p=0.014.
Patients who were node negative had similar survival in both groups, 100%,
95%, 88.9% in group 1vs.100%, 99%, 95% in group 2 at 1st, 2nd , and 5th years
( p= 0.3 ) fig -2

Discussion
Young breast cancer reported to have worse prognosis than older group and some
studies shows no difference between two groups, it’s a matter of controversy and
still understudy.
Young women below 35 years of age represent less than 2% of the total breast
cancer population in Western countries. (1, 2)
In our study 16.8% of patients were below 35 years which is significantly
different from other results. In fact it represents the highest recorded percentage
reported. 67% of our patients are below 50 years. 56% are premenopausal.
In Colleoni et al study, 4.7% of patients are very young < 35 years, and only 47%
are less than 50 years (7).
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N. Elsaghir et al study, only 8.1% of patients are < 35 years old, 53% are <
50years, and 44% are premenopausal (16). In Korean study, 14.6% of patients
are less than 35 years (18).
Young patients has poor prognostic factor than older group, they have more
bigger tumor size as T3and T4 and more negative hormone receptor which is
similar to other studies Colleoni, El saghir, Elisabette study, the Korean study
and A Chan et al. (7, 16, 17, 18, 19, 20). Regarding lymph node involvement,
it was no difference between the two groups, which is similar to Colleoni (7)
and Alsaghir(13) studies, but Korean study shows more lymph node positive
involvement in young patients (P=0.024) (18,19).
In our study patients who are less 35 years have poor survival and more visceral
metastases than patients who are more than 35 years.In our study, Patients who
have positive estrogen receptors have better survival than those with negative
receptor tumor in both groups, and there was no difference in survival between
patients who are less than 35 years and more 35 years if they were Estrogen
positive or negative.
N. Elsaghir study, it shows poor survival in positive receptors in young women
than old women but not in negative receptors status (16).
In Colleoni et al, younger patients with Estrogen positive tumors had significantly
worse prognosis than old women (7).
In Elisabetta et al study shows that five year survival was not different in the
three groups 91%, 90%, and 89%for very young, young and old age respectively.
In our study, patients less than 35 years who had positive lymph node had worse
survival ( p=0.014) than patients more than 35 years , but no effect on survival
if it was negative lymph node, which shows similar results to Elsaghir study(16)
Tumor grade and vascular invasion has negative impact on survival in patients
who are less than 35 years which was not studied in our patients because of small
number of patients(7).In some studies, among young and older breast cancer
patients treated, outcome measures were similar in both groups of women. There
was no significant difference in tumor characteristic, local disease relapse and
distant metastases in both groups. (21)

Conclusion
Women less than thirty five years have a poor prognosis despite a similar stage
and grade to older women. These women have more estrogen and progesterone
negative status tumors (p=0.035), and have greater tendency to develop visceral
metastases than older women.
Patients who have positive estrogen receptors have better survival than negative
receptors in both groups. No difference in survival between patients who are
less than 35years and those older than 35 years if they had similar hormone
receptor status. Patients less than 35 years who had positive lymph node had
worse survival than patients more than 35 years , but no effect on survival if it
was negative lymph node. (p=0.014), but those patients with negative lymph
nodes have similar survival to older patients with negative lymph nodes.

Tables
Table 1. Patients charcteristatic
Variable

Group 2
>35 years
459

P Value

1-Age

Group 1
< 35years
93

2-Tumer Size
T1+T2
T3+T4

31(33%)
47(50%)

199(43%)
186(40%)

0 .04
0 .05

3-Lymph Positive
Node
Negative

54(58%)
22(23.6%)

279(60.8%)
114(24.8%)

0.163

15(3.3%)
203(44.2%)
150(32.7%)
47(10.2%)

0.57
0.173
0.187
0.649

4-Stage

I

II
III
IV

2(2%)
34(36.6%)
37(39.8%)
11(11.8%)

5-Histopathology:
Ductul(IDC)
Lobuler(ILC)
Medullary
Mixed ILC+IDC
Other

70(75%)
9(9.7%)
4(4.3%)
2(2.2%)
5(5.4%)

375(81.7%)
36(7.8%)
11(2.4%)
8(1.7%)
23(5%)

NS
NS
NS
NS
NS

6-Grade( known)
I
II
III

31(33.3)
4(12.9%)
16(51.6%)
11(35.5%)

183(39.9%)
11(6%)
104(56.8%)
68(37.2%)

NS
NS
NS

7- Hormone receptor status:
E.R
28(44.4%)
Positive
35(55.6%)
Negative
PR
Positive
29(46%)
Negative
34(53.9%)

166(55.9%)
131(44.1%)
175(58.9%)
122(41.1%)

8-Recurrence
Visceral
Bone
Local

12/24(50%)
6/24(25%)
6/24(25%)

39/134(29%)
38/134(37.9%)
21/134(15.6%)

9-Overall
1st year
Recurrence 2nd year
Rate
5th year

(9.6%)
(22.9%)
(44.4%)

(13.8%)
(23.4%)
(36.4%)

0.519
0.941
0.514

10-Overall
Survival

(95%)
(86.5%)
(68.5%)

(96%)
(90%)
(81.4%)

0.01*

1st Year
2nd Year
5th Year
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0.035*
0.03*

0.044*
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Fig 1. Overall survival in hormone positive and negative
in both groups 1and 2
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Fig 2. Overall survival in Lymph node positive and negative
In both groups 1and 2
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