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In situ carcinoma 15-30%
JEREMIEE 80%
JEREM/NERE 20%

Invasive carcinoma /70-85%
FLE R (R TRE) 79%
INTEE 10%
BINE / ERiRTE 6%
FhikIE 2%
k= 2%
L8 1%

e & 9= < 1%

Robbins and Cotran Pathologic Basis of Disease,
Professional Edition, 8t Edition
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Trends in Incidence Rates of Invasive Lobular
and Ductal Breast Carcinoma

Christopher L. Li, MD, PhD
Benjamin 0. Anderson, MD

Janet R. Daling, PhD
Roger E. Moe, MD

HE COLLABORATIVE GROUP ON

Hormonal Factors in Breast

Cancer has reported that cur-

rent users of combined estro-
gen and progestin hormone replace-
ment therapy (CHRT) or progestin
alone for 5 years or longer have a 53%
increase in risk of breast cancer.! Simi-
larly, the Women's Health Initiative
(WHI), a randomized controlled trial,
found that CHRT use is associated with
a statistically nonsignificant 26% in-
crease in risk of breast cancer after 5.2
years of follow-up.* However, a grow-
ing number of studies report that the
risk associated with use of CHRT dif-
fers by histological type. Specifically, 5
separate studies have shown that ever
use and current use of CHRT are asso-
ciated with 2.0-fold to 3.9-fold in-
creased risks of invasive lobular carci-
noma (ILC), the second most common
histological type of breast cancer, but
have little impact on risk of the most
common histological type, invasive duc-
tal carcinoma (IDC).>" These same 3
studies also found that use ol unop-
posed estrogen hormone replacement
therapy was not strongly associated
with risk of either ILC or IDC. Two of
these studies had the power 10 assess
Auratinon af nee and hath fannd thar

Context Research has suggested that use of combined estrogen and progestin hor-
mone replacement therapy (CHRT) increases breast cancer risk and that CHRT use is
more strongly associated with the risk of invasive lobular breast carcinoma than that of
invasive ductal carcinoma. Lobular carcinoma is less common than ductal carcinoma but
can be more difficult to diagnose because of its subtle elusive infiltrative pattern.

Objective To evaluate trends in invasive lobular and ductal carcinoma incidence rates
from 1987 through 1999, during which time use of CHRT increased in the United States.

Design Descriptive epidemiologic study

Setting Nine cancer registries that participate in the Surveillance, Epidemiology, and
End Results (SEER) program of the National Cancer Institute and that cover Atlanta,
Ga; Detroit, Mich; San Francisco-QOakland, Calif; Seattle, Wash; and Connecticut, Ha-
waii, lowa, New Mexico, and Utah.

Population ‘Women 30 years of age and clder residing in the areas covered by the
9 SEER registries.

Main Outcome Measures Proportional changes in incidence rates of invasive lobu-
lar and ductal carcinoma among women with no prior history of breast cancer

Results A total of 190458 women were included in this analysis who were identi-
fied through the registries as having invasive breast cancer; 7682 of the 198140 po-
tentially eligible women (ie, those identified as not having in situ breast cancer) were
excluded from this analysis because stage of cancer was unknown. Invasive breast can-
cer incidence rates adjusted for age and for SEER historic stage increased 1.04-fold
(95% confidence interval [C1], 1.004-1.07) from 1987-1999 (206.7/100000 to 214.1/
100000, age-adjusted). However, incidence rates of tumors classified as lobular in-
creased 1.52-fold (95% Cl, 1.42-1.63), and those classified as mixed ductal-lobular
increased 1.96-fold (95% CI, 1.80-2.14); rates of these types combined increased 1.65-
fold (95% ClI, 1.55-1.78) (19.8/100000 to 33.4/100000, age-adjusted). In contrast,
ductal carcinoma rates remained largely constant (153.8/100000 to 155.3/100000,
age-adjusted; proportional change, 1.02 [95% Cl, 0.99-1.061). The proportion of breast
cancers with a lobular component increased from 2.5% in 1987 to 15.6% in 1999.
Conclusions Ductal carcinoma incidence rates remained essentially constant from
1987-1999 while lobular carcinoma rates increased steadily. This increase presents a
clinical challenge given that lobular carcinoma is more difficult to detect than ductal
carcinoma by both physical examination and mammography

JAMA. 2003:289-1421-1424 WWW_jama com

steadily in the United States from the tures. For example, ILC is more likely
1970s to the 1990s* 2 and because ILC 1o be hormone receptor—positive™ and
and IDC have different clinical fea- to have a better prognosis than IDC,"

1987~1999%
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Li Cl etal. JAMA 2003; 289: 1421-4



Table 1. Age-Adjusted Incidence Rates of Invasive Breast Carcinoma by Histological Type, 1987-1999
No. of Cases (Age-Adjusted Incidence Rate per 100 000)
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Table 6. Age-adjusted lobular and ductal invasive breast cancer incidence rates by year, females, United-States,
1999-2004
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Eheman CR et al. Cancer Epidemiol Biomarkers Prev 2009; 18: 1763-9
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Weigelt B et al. J Pathol 2009;220:45-57

o ZHMZEEiE (grade. molecular subtype #
<X vF) EDREIT 5.8% DEEGEFHERIBIZEL

Down-regulation Up-regulation
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Invasive lobular carcinoma
Weigelt B et al. J Pathol 2009;220:45-57
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Gonzalez-Angulo AM at al. Clin Breast Cancer
2006; 7: 396-400

® HER2 21 (92% vs. 68%)

® CD44 &F|FIH (31% vs. 16%)

® HETO VEGFR2 #IR{ET (36% vs. 47%)
@ 5 X_USEIWIRET (15% vs. 25%)

® E-cadherin #IFIET (0% vs. 90%)
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Rakha EA et al. Am J Surg Pathol 2001;34:14/72-79

® 16% (38/239)T E-Cadherin (&4
o A& E! (tubulolobular, mixed% &) . ME &

BE (514 HIET

nE=REE T .43% vs 19%) &+HES

> T DL DE

PR iR IR

Sy

FHRBER LABELL
@ hT - EEREERTSH A, B, V-AT=

A

F.BHEOER. REEBIE

p120D EEHKIT
(p120D UV FAMMRERZMERT R E)

@E-7H kA -AT=

T IR

VEERDEEEDIET



"’

ety

L

.
~
3
B

.
3
3
§
SN
a

e
s

T i
tag #

Sovsparrer?
F

ey

#

P




=iEEDEREOEMEE T

® MSBR system [EHZIH ?
>Grade [FEBE (BR{E) &1 2/\EiEntE
(AJCC stage) E#HEET %

>ER, PR, E-cadherin, HER2®D FIFIKR & (X
R L7 Ly (Bane AL et al. 2005)
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Periera et al. Histopathol 1995; 27219-226
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Fig. 1 Relation between histologic grade of ILC and (A) breast
cancer specific survival (BCSS) (Log Rank (LR) = 23.1, P < 0.001)
and (B) disease free interval (DFI) (LR = 17.9, P < 0.001)

Rakha EA et al. Breast Cancer Res Treat 2008; 111: 121-7



> =58

=iEENEET
FE CER/PRIB14. HER2f& M

> Y F A S0

> BF

n$1:5F§0)1 iR

SEREHFMTIE, D ER/PR TR,

BAYELY (3.5% vs. 6.2%; p=0.031)

INERRDAIEFRICEZEZE Z G0N
Fritz P et al. Anticancer Res 2010;30;5137-44

') I\

B3 EME (grade) .

. PIETH

@ fEi5

Z 1+

2B

1%



'

AR Tl REEDEETZEEEEEEL Y
L FPEBRIFTH D

Wasif N et al. Ann Surg Oncol 2010;17;1862-9
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e SEER T—#2AR—X (1993-2003) [TE DL -
263,408 B0 = FIEELIE DR
- ZEMEERE : 235,76941 (89.5%)
- =EMNERE : 27,6396 (10.5%)

o REM/NEREIISHEEIT
-F2cm 2 A5 (43.1 vs. 32.6%; P < 0.001)
- 1) 2 \E185%% (36.8 vs. 34.4%; P < 0.001)
- ER [ (93.1 vs. 75.6%; P < 0.001)
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Wasif N et al. Ann Surg Oncol 2010;17;1862-9
o STERBIFEMERE

> Overall (90 vs. 88%0; P < 0.001)
o stage T1INO (98 vs. 96%; P < 0.001)
e stage T2NO (94 vs. 88%; P < 0.001)
« stage T3NO (92 vs. 83%, P < 0.001)
o stage TIN1 (89% vs. 88%; P = NS)
o stage T2N1 (81 vs. 73%; P < 0.001)
e stage T3N1 (72 vs. 56%; P < 0.001)

e Survival benefit) =14%
(/\Y— KLk 0.86, 95% CI 0.80-0.92)




VOLUME 28 - NUMBER 22 - AUGUST 1 2010

JOURNAL OF CLINICAL ONCOLOGY

COMMENTS AND CONTROVERSIES

Neoadjuvant Chemotherapy: Not the Best Option
in Estrogen Receptor—Positive, HER2-Negative,
Invasive Classical Lobular Carcinoma of

the Breast?

Arnie Purushotham and Sarah Pinder, King's College London and Guy's and 5t Thomas's NHS Foundation Trust, London,

United Kingdom
Massi Cariati, King's College London, London, United Kingdom

Mark Harries, Guy's and St Thomas's NHS Foundation Trust, London, United Kingdom

Aron Goldhirsch, [stituto Europea di Oncologica, Milan, Italy

In 1973, the European Institute of Oncology performed the first
prospective neoadjuvant chemotherapy study in locally advanced,
inoperable breast cancer. The original purpose was to downstage the
primary tumor in order to achieve surgical resection.! This approach
has subsequently increased in popularity, and in the last 10 vears,
randomized controlled trials of neoadjuvant chemotherapy have been
performed with a view to further downstage the primary tumor and
lymph nodes in order to achieve greater rates of breast-conserving
surgery and to test whether systemic therapy given earlier would
confer a survival benefit. Although the net result of these trials did
demonstrate a higher rate of breast conservation, no overall survival
benefit was seen.”” However, in subgroup analysis, there was a signif-
icant survival benefit in patients in whom a complete pathologic
response (pCR) was achieved. In the National Surgical Adjuvant
Breast and Bowel Project B-18 trial of neoadjuvant chemotherapy,
at 9 years median follow-up, the overall survival rate for patients

carcinoma have been shown to be 2% or less.”” Katz et al® reviewed
randomized trials of neoadjuvant chemotherapy and noted that
the pCR rate was 1.7% in invasive lobular carcinoma and 11.6% in
invasive ductal breast carcinoma (no special type). Regarding in-
vasive lobular carcinoma, they concluded: “the benefit from sys-
temic chemotherapy for individuals with this form of breast disease
is unclear.” 8933

Similarly, two retrospective studies have demonstrated low
rates of successful breast conservation for patients with lobular
carcinoma who underwent neoadjuvant chemotherapy.”'” In pa-
tients who received breast-conserving surgery after neoadjuvant
therapy, Soucy et al® found surgical margin involvement in 43% of
patients with lobular carcinoma compared with 16% of patients
with invasive ductal carcinoma (no special type). Another study, from
the M. D. Anderson Cancer Center, of 284 consecutive patients diag-
nosed with pure invasive lobular carcinoma between 1998 and 2006
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Soucy G et al. J] Am Coll Surg 2009; 206: 1116-1121

Table 3. Logistic Regression Model for Variables Associ-
ated with Margin Status

Characteristic

Age

Histologic grade

pN staging

athologic tumor size
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pN, pathologic nodal.
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Soucy G et al. J Am Coll Surg 2009; 206: 1116-1121

o T E[F 143
p=0.51
219 18%

=i NERE LR OVSIPI p=0.002

43% 16%

p=0.014

20% 10%
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