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The Histopathologic Factors and Biologic Markers
Assoclated with Clinical Recurrence
in Ductal Carcinoma in Situ of the Breast
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The Histopathologic Factors and Biologic Markers Associated with
Clinical Recurrence in Ductal Carcinoma in Situ of the Breast

Abstract:

Aims: Because of widespread use of screening mammography, the
incidence of DCIS has risen, and recurrence rate from 7 to 20% are
reported after mastectomy or breast conserving surgery with adjuvant
radiotherapy in DCIS patients. The prognostic factors should be identified
and these patients of DCIS with risk factors should receive appropriate
treatment to prevent clinical recurrence.

Patients and Methods: The 70 patients of pure DCIS receiving total
mastectomy or breast conserving surgery with or without adjuvant
radiotherapy after pathology confirmed were enrolled between June 1998
and May 2005 in China Medical University Hospital (CMUH). The status
of menses, tumor size, tumor number, histologic grade, type, presence or
absence of microcalcification, necrosis, perineural invasion,
lymphovascular invasion, apocrine metaplasia, estrogen receptor (ER),
progesterone receptor (PR), and HER-2/neu are chosen to analyzed with
Immunohistochemistry method. Fisher’s exact test and the logistic
regression were used for statistical analysis.

Results: There was a total of 70 patients with DCIS enrolled in this study.
The four of the patients (5.7%, 4/70) had a recurrence with median
interval to recurrence of 38.25 months (range 10-83 months). The median
age in the 70 patients was 51.8 years (range 31-89 years) and the age at
diagnosis of DCIS was 48.35 years ( range 27-86 years). The median
length of follow-up was 35.6 months ( range 9-92 months). In this study,
the DCIS patients within premenopausal period seem to be associated
with increased risk of recurrence. However there were no
histopathological or biological factors showing significant relation with
recurrence.



Conclusion: Based on the current review, the Van Nuys classification
system was a useful predictor for recurrence although there was no
significant biological and histopathological difference in our study. In this
study, the DCIS patients within premenopausal period seem to be
associated with increased risk of recurrence. There is a need of further
evaluation of the genetic expression to find the useful predictors for
elimination of recurrence in DCIS patients.
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Table 1. Univariate Analysis of Clinical and Histopathological

Characteristics Related to Recurrence

Relapse  Non-relapse Logistic regression Fisher’s exact
Factors

(N=4) (N=66) Odd ratio (95%C.1.) p-value
Tumor size 0.2046
<=1lcm 0 (0%) 17 (26%)
1-2 cm 1(25%) 21 (32%)
2-3cm 3 (75%) 16 (24%)
>=3 cm 0 (0%) 12 (18%)
Tumor number 0.2215
1 3(75%) 53 (80%)
2 0 (0%) 2 (3%)
3 1 (25%) 1 (2%)
multifocal 0 (0%) 10 (15%)
Histological grade 0.1400
1/3 3 (75%) 18 (27%)
2/3 0 (0%) 22 (33%)  <0.001 (<0.001, >999.999)
3/3 1 (25%) 26 (40%) 0.231 (0.022, 2.400)
Apocrine metaplasia 1.0000
- 4(100%) 58 (88%)
+ 0 (0%) 8(12%)  <0.001 (<0.001, >999.999)
Microcalcification 0.6242
- 3(75%) 36 (55%)
+ 1 (25%) 30 (45%) 0.400 (0.040, 4.048)



Lymphovascular

invasion

- 4 (100%)
+ 0 (0%)
Perineural invasion

- 4 (100%)
+ 0 (0%)
Necrosis

- 3 (75%)
+ 1 (25%)
Menses

premenopause 3 (75%)
postmenopause 1 (25%)
Tumor type

comedo 1 (25%)
non-comedo 3 (75%)

65 (98%)
1 (2%)

66 (100%)
0 (0%)

41 (62%)

25 (38%)

40 (60%)

26 (40%)

35 (53%)
31 (47%)

1.0000
<0.001 (<0.001, 999.999)
1.0000
0.547 (0.054, 5.547)
1.0000
0.513 (0.051, 5.200)
0.3498

0.295 (0.029, 2.987)
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Table 2 Univariate Analysis of Biological Characteristics Related to
Recurrence

Relapse  Non-relapse Logistic regression Fisher’s exact

Factors

(N=4) (N=63) Odd ratio (95%cC.1.) p-value
ER
- 0 (0%) 24 (38%) 0.2891
+ 4 (100%) 39 (62%) >999.999(<0.001, >999.999)
PR
- 0 (0%) 22 (35%) 0.2943
+ 4 (100%) 41 (65%) >999.999(<0.001, >999.999)
Her-2/neu
- 4 (100%) 42 (67%) 0.3005
+ 0 (0%) 21 (33%) <0.001 (<0.001, 3999.999)
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Table 3 Detail in 4 recurrences

Recurrence patients

Treatment for

primary DCIS

The finding of

recurrence

Treatment for

recurrence

Breast conserving
surgery +Adjuvant
radiotherapy

+ Tamoxifen

Breast conserving

surgery + Tamoxifen

Breast conserving
surgery +Adjuvant

radiotherapy

Breast conserving
surgery +Adjuvant
radiotherapy

+ Tamoxifen

Elevated serum
level of
CA-153: from
33.6 U/ml to
62.4 U/ml
Recurrence
(DCIS) in
ipsilateral breast
Recurrence
(T3NOMO) in

ipsilateral breast

Contralateral
supraclavicle
lymph nodes
and brain distant
metastasis

(invasive, M1)

Anastrozole

Modified radical
mastectomy and
keeping tomaxifen
Modified radical
mastectomy and
chemotherapy and
keeping tamoxifen
Chemotherapy, oral
hormone treatment
and radiotheraphy
(megestrol +

cyclophasphamide)

-12 -
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