Quantitative Gene Expression by RT-PCR in Classic and Variant Forms of Lobular Carcinoma in Estrogen Receptor-Positive Invasive Breast Cancer
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Invasive lobular carcinoma (ILC) was first described by Foote and Stewart in 1941. eelogs SukE - E——— 5E T ?rltlsatesdt in dsolld/al.\/eolard Ioth)JIard CtA| Strengths
* ILC comprises approximately 10% of all breast carcinomas.? Ductal carcinoma. NOS 120.449 90.4% ig £A0W|e In ﬁ_Cfelazlnlg %fAer dy IUC a
. . . . . ’ ' ; g€ . , pleomorphic lobular CA, and classic . i
« Histologically, classic ILC tumor cells are small, form invasive columns, show low i loanTlr @i - = i 5 X Iobulgr CA P More: than 100’00_0 breast carcinomas a.nc'?ll-yzed
nuclear grade and infrequent mitoses, and more frequently express estrogen and _ _ ’ i3 ' o _ * Precision, dynamic range, and reproducibility of RT-PCR
progesterone receptors (ER, PR).3 Pleomorphic lobular carcinoma | 1,019 0.8% it « All means were significantly different from . Central pathology review
. . . . . Solid/alveolar lobular carcinoma | 875 0.7% ° | 5 each other.
« Clinically, ILC has an older age of onset, is less likely to present clinically as a discrete : o Limitati
mass, has an increased propensity for multifocality/multicentricity, and has a higher Table 1. Distribution of ILC and Variants in This Study IMitations
risk of presenting as bilateral breast cancer.* - As reported in the literature, the observed frequency of ILC and the variants was Figure 5. Comparison of Proliferation Gene Group Means « No long term follow-up for patient outcomes
. | lar] ILC i h terized b | f th dhesi | | approximatelv 10% Among ILC and Lobular Carcinoma Variants _ o _ _
Molecularly, 's characterized Dby a loss of fhe adhesion = molecuie PP y : « Confirmatory E-cadherin immunohistochemistry not performed
E-cad.henn as a result of a d_eletlon c_>f the_ CDH1 gene on c-hromosome 16 (del 160q). - As reported in the literature, classic ILC is the most frequent type of lobular carcinoma. N . As expected for clinical Recurrence Score testing, study included mostly ER-positive
» Classic ILC may be associated with differences in clinical outcomes compared to y ; tUMOrs
IDC.4-6 100% . :
_ _ _ _ o _ _ 10 . 0 * Only one slide per case was reviewed
« |LC variants (solid, alveolar, and pleomorphic) with distinct morphologies and potential 0% 1 g

 The mean invasion group was greatest in
: ductal CA, followed in decreasing order

| sentrbsnaiealoviib el SUMMARY AND CONCLUSIONS

« All means were significantly different from

differences in outcome have been described.27-°

« Relatively small numbers of variant lobular forms have hindered attempts to
molecularly define and compare them.3

» Recently, using reverse transcriptase polymerase chain reaction (RT-PCR) technology,
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» Quantitative RT-PCR reveals a wide range of gene expression within each lobular

Quantitative Invasion Index by RT-PCR

a wide range of quantitative gene expression has been described in ductal carcinoma, 506 High RS231 ; 1 each other
NOS and the special histologic subtypes.10-11 _'L”:jvrzzi'f;e RS18-30 4 I - ‘ carcinoma subtype, consistent with a wide and continuous range of tumor biology.
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= & 2 i 3 ) « The Recurrence Score, on average, was slightly lower for the classic lobular subtype
30% - 58.6% Ducta ClassicLobuar  Pleamorphic SolidAveolar compared to ductal, NOS and variant lobular subtypes.
20% Figure 6. Comparison of Invasion Gene Group Means Among * Lobular carcinoma variants tend to have a greater percentage of high RS disease than
Lov ILC and Lobular Carcinoma Variants classic lobular in this large observational cohort.
CIassmLobuIarC  Solid Lobular CA ;’T;;)morphic Lobular CA 0% - « With respect to clinical outcome, differential gene expression may help explain the
Figure 1. Lobular Carcinoma (CA): Classic and Variant Forms Ductal, NOS  Classic Lobular  Pleomorphic  Solid/Alveolar HER? reported similarities between ILC and ductal, NOS and the reported differences within
RS (Mean)  20.0 17.3 18.4 17.7 . lobular carcinoma subtypes; these findings merit further study with associated long
" -« The mean HER2 for ductal CA was term clinical outcomes.

Figure 2. Distribution of RS Risk G by Histologic Subt . 8
STUDY OBJECTlVE R e ; é significantly lower than the mean HER2

| _ ; f s ) |  There is a wide range of Recurrence Score biology in all the lobular histologic %512 7777777777777777777777777777777777777777777777 ﬂ 77777777777777777777777777777 values for classic lobular CA, which was
]:I'O exp fOl’e gene expression a_n_ platge:ns 0 gene expression Ind (t))aSrS]IC ana variant subtypes. %g’m fffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff significantly lower than the means for
orms of estrogen receptor-positive lo ular carcinoma as measure y the 21 gene RT- » The classic lobular and pleomorphic lobular subtypes have fewer patients in the high E pleomorphic lobular or solid/alveolar R
PCR assay as compared to ductal carcinoma, NOS RS group than solid/alveolar lobular and ductal carcinoma, NOS. it lobular CA. EFERENCES
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« 133,234 tumor specimens examined in the central reference laboratory from June
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2004 through March 2010 were included in these analyses. °
» Board-certified surgical pathologists reviewed a single H&E slide from all specimens
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) and PR Expression in Ductal Carcinoma, ER and PR Expression in Ductal and PR Expression in Ductal Carcinoma,
 Due to multiple comparisons of means (for all possible pairs of subtypes), significance ) T_he_r_nean ER for ductal CA was difference among the means of ﬁOS and Classic ILC Carcinoma, NO% and Pleomorphic NOS aFr)1d Solid/Alveolar Lobular
levels were adjusted to control the overall false positive error rate under any complete significantly ~ greater than the the three lobular subtypes. Lobular Carcinoma Carcinoma
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dots dots Genomic Health, Oncotype DX, and Recurrence Score are registered trademarks of Genomic Health, Inc.

» Analyses performed on de-identified data with IRB approval. mean for pleomorphic lobular CA.



