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Characteristics of Breast Cancer in Women
Undergoing Hormone Replacement Therapy

Min Hee Hur, M.D., Hae Kyung Lee, M.D., Sung Soo
Kang, M.D., Kyung Sang Lee, M.D.", Byung Jae Cho,
M.D.", Sung Kong Lee, M.D. and Jee Hyun Lee, M.D.

Departments of Surgery and 7Radiology, Sungkyunkwan Uni-
versity School of Medicine, Samsung Cheil Hospital & Women’s
Healthcare Center, Seoul, Korea

Purpose: Hormone replacement therapy (HRT) has been
associated with an increased risk for breast cancer. Cancers
in women who undergo HRT are often less advanced, and
a lower mortality has been reported in those who use HRT
vice nonusers. We sought to explain this by a comparison
of indicators of tumor aggressiveness in patients who re-
ceived HRT with those in patients who did not.
Methods: A population-based cohort of 370 postmenopausal
women with breast cancer were interviewed for the use,
type, and duration of HRT. Clinical variables and indicators
of tumor aggressiveness (nuclear grade, hormone receptors,
c-erb B2 overexpression, tumor size, lymph node) were ana-
lyzed.

Results: Breast tumors from 268 HRT patients were smaller
(P=0.001), had less involved axillary lymph nodes (P=0.0),
and had a lower overexpression of c-erb B2 (P=0.047) than
the tumors from 102 non-recipients. These differences per-
sisted after adjustments for age at diagnosis and screening
with mammography by multiple logistic regression. No signi-
ficant differences were observed in estrogen (ER) or pro-
gesterone receptor content (PR) or, nuclear grade. Neither
the type of HRT (estrogen versus combination of estrogen
and progesterone), nor the duration of HRT was not assoc-
iated with the tumor size or with the involvement of lymph
nodes. The use of HRT was significantly associated with a
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longer metastasis free survival in women with breast cancer
(P=0.028), but was not associated with longer overall sur-
vival. The use of HRT was not significantly associated with
longer overall survival or with a longer metastasis free sur-
vival after adjustment for T-stage, N-stage, age at diagnosis
or screening mammography.

Conclusion: The results indicate that breast cancer in
women who receive HRT is biologically less aggressive than
those without previous HRT. This may at least partly explain
why breast cancer in HRT users has a more favorable
clinical course. (Journal of Korean Breast Cancer Society
2002;5:7-13)

Key Words: HRT, Breast cancer, Overall survival
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HRT AH8A= DA FddAH L 557534 %32, HRT
E A PsHA F2 AA 7] T A A B A
2 57.1+5941 9 21, HRT AH&AHe] Al A& o] {9
Al Sk THP=0.04). H73A] Yo]= HRT AHE-A= 489+
3.94], HRT HIA}&AE 49.7+3. 84 At HRT A& Afo] A
HRT 82 od2E2A dE ¥ ALEAE 219(20.6%),
N2rEZAY Z2ALHE HTAHLS 45944.1%), F
S EE2% ZA$E 369(353%) 9tk HRT AHE-7]7H2 33
T 459:32. 170 €0ty i EAdE AVHEA FAAE
HRT A}&-A}oll A 877 (85.3%), HRTS A3 3}A] o4& H4
+3k}ol| A 4078 (14.9%) 2.2 HRT AMEAFo A kol
71737 0] o Eo] A= tH(Table 1).
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Table 1. Clinical characteristics of 370 postmenopausal patients
with breast cancer according to the use of HRT

No HRT (n=268) HRT (n=102)

Variable p-value
No. % No. %

Age, years 57.1£5.9 55.7+5.3 0.04
Age at menopause, years 49.7+3.8 48.9+3.9 0.09
Type of HRT

Estrogen 21 20.6

Estrogen+progesterone 45 44.1

Not known 36 353

Duration of HRT, months 45.9+32.1
Screening mammography 40 149 87 853 0.00
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Table 2. Association of HRT with established prognostic factors in 370 breast cancers

No HRT HRT
Variable OR' 95%CI" p-value
No. % No. %

Primary tumor size, cm (n=367)

<2 or in situ 140 522 71 71.7 0.43 0.26~0.71 0.001

>2 128 47.8 28 28.3 0.52 0.27~0.99 0.046*
Axillary lymph node status (n=367)

Negative 160 59.7 80 80.8 0.35 0.20~0.61 0.0

Positive 108 40.3 19 19.2 0.44 0.22~0.89 0.023*
Nuclear grade (n=287)

| 40 18.3 16 235

1I 78 35.6 25 36.8 0.35%

111 101 46.1 27 39.7 0.94*
Estrogen receptor (n=327)

Negative 108 45.4 37 41.6 1.17 0.71~1.91 0.54

Positive 130 54.6 52 58.4 1.52 0.79~2.94 0.21%
Progesterone receptor (n=327)

Negative 136 57.1 44 494 1.36 0.84~2.22 0.21

Positive 102 429 45 50.6 1.58 0.83~3.02 0.16*
C-erbB-2 overexpression (n=302)

Negative 100 46.1 50 58.8 0.59 0.36~0.99 0.047

Positive 117 539 35 412 0.39 0.19~0.79 0.008*

*After adjusting for the effect of age and screening mammography using multiple logistic regression; " 0dd ratio; * confidence interval.

Table 3. Association between HRT type, HRT duration and pri-
mary tumor size in HRT user

Table 4. Association between HRT type, HRT duration and lymph
node in HRT user

Primary tumor size

HRT use <2 cm or in situ >2 cm p-value
No. of patient % No. of patient %
HRT type (n=63)
Estrogen 14 66.7 7 333
Est
strogetl 714 2 286 077
+Progesterone
HRT duration, months (n=98)
<36 29 70.7 12 29.3
36~95 37 72.5 14 275
>96 4 66.7 2 333 0.95
ZNHA R A s 9P £HF Tl HRT A
479 $Y 27, AAYZA Ho 7, corbB2 ¥
&S TYT AAES HATHTable 2)

Lymph node
HRT use Negative Positive ~ p-value
No. of No. of

patient (%) patient (%)

HRT type (n=63)

Estrogen 16 (76.2) 5 (23.8)
Estrogen 35 (83.3) 7167 051
+pr0gester0ne
HRT duration, months (n=98)
<36 33 (80.5) 8 (19.5)
36~95 41 (804) 10 (19.6)
=96 5 (833) 1 (167) 098

3) HRT 98 2 7|2lo| ©2 Zgfe| 3], dfolzi=
& olo| 2y

HRT &l we} FFe =271 2 em oJ3kl 3%
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Fig. 1. Overall survival time in relation to hormone replacement

therapy (HRT) use in breast cancer patients diagnosed at
postmenopause (log-rank p=0.3, Kaplan-Meier).

TE A7ImlaLst o] 7 #7k9] Zhol= gl THTable 4).

Sk o= 24 HTh HRT BIAME A A Hd FH A7
& Y, BEAN FAdge 2w9dol e, 53 A

1.1 7
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2 HRT use =
& - R T
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0 20 40 60 80
Follow-up time (months)
Fig. 2. Metastsis free survival time in relation to hormone replace-

ment therapy (HRT) use in breast cancer patients diag-
nosed at postmenopause (log-rank p=0.028, Kaplan-Meier).

Table 5. Overall survival by Cox regression model for 370 breast cancers

Variable B s.e Wald p-value OR 95% CI)
HRT 0.42 0.95 0.002 0.96 1.04 (0.16~6.65)
T-stage (Low/High)* -0.82 0.61 1.8 0.17 0.44 (0.13~1.45)
N-stage (-/+) -2.18 0.78 7.71 0.005 0.11 (0.02~0.52)
Age -0.04 0.05 0.79 0.37 0.95 (0.87~1.06)
Screening MMG" 0.55 0.94 0.34 0.55 1.73 (0.27~10.9)

*low: tumor <2 cm, high: tumor >2 cmj; "MMG = mammography.
Table 6. Metastasis free survival by Cox regression model for 370 breast cancers

Variable B s.e Wald p-value OR 95% CI)
HRT -0.46 0.65 0.48 0.48 0.63 (0.17~2.28)
T-stage (Low/High)* -0.59 0.38 241 0.12 0.55 (0.26~1.16)
N-stage (-/+) -2.19 0.5 19.35 0.00 0.11 (0.42~0.29)
Age 0.014 0.027 0.25 0.61 1.01 (0.96~1.07)
Screening MMG" -0.064 0.55 0.013 0.91 0.93 (0.31~2.76)

*low: tumor <2 cm, high: tumor >2 cm; " MMG = mammography.
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