
HER2+ ILC carries late 

recurrence risk despite initial 

trastuzumab benefit. 
The unique immune landscape (Treg 

and M2 macrophage enrichment) 

and lower proliferative signature 

distinguish HER2+ ILC from IDC, 

highlighting the need for tailored 

strategies.
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Abstract #564 

HER2+ ILC is rare (~5% of ILC) with limited data on long-

term adjuvant trastuzumab outcomes. We investigated 

late recurrence and immune landscapes of HER2+ ILC vs. 

invasive ductal carcinoma (IDC) in the phase III NCCTG 

N9831 trial (NCT00005970) and a real-world cohort.

We evaluated 3,304 early-stage HER2+ breast cancer 

patients enrolled in N9831 (122 ILC, 3,182 IDC). 

Recurrence-free survival (RFS) and overall survival (OS) 

were estimated (Kaplan-Meier) and compared using 

multivariable Cox regression, adjusting for age, tumor size, 

grade, hormone receptor (HR), and nodal status. Findings 

were validated in a real-world cohort of HER2+ patients 

(Caris Life Sciences CODEai platform). Immune 

microenvironments were profiled by WTS deconvolution 

(Quantiseq). Real-world overall survival (rwOS) was 

calculated from the start of trastuzumab to the last contact.

ILC vs. non-ILC patients treated with 

trastuzumab-based therapy; mixed stage data

rwOS: 33.7 vs. 68.6 mo

(HR 2.01, 95% CI 1.0-4.05; p = 0.04) 

Long-term survival data in HER2+ ILC vs. IDC

Characterization of HER2+ ILC vs. IDC in real-world cohort

ILC Non-ILC

Count (N) 26 1302

Median age 

[range]

65.5 [37 – 81] 58 [20 - >89]

Median %

ILC Non-ILC

B cell 5.23 4.37

Tregs 2.8 2.04

Mɸ M2 5.21 4.33

Mɸ M1 2.24 2.93

DC 2.79 2.52

T cell CD8+ 0.31 0.21

NK cell 2.68 2.67

Neutrophil 3.11 3.03

Median (TPM)

ILC non-ILC

M
H

C
 I

HLA-A 132.57 151.34

HLA-B 166.96 174.43

HLA-C 126.82 162.52

HLA-E 95.11 82.21

M
H

C
 I

I HLA-DQA1 37.29 29.90

HLA-DOA 14.65 8.06

HLA-DPA1 213.45 146.65

HLA-DMA 46.61 36.50

Non-ILC tumors showed enrichment of proliferative and DNA 

repair pathways (E2F, G2M, MYC; FDR < 0.25). ILC had 

higher infiltration of B cells, Tregs, M2 MΦ and higher levels 

of MHC class II gene (HLA-DOA). * p<0.05

N9831 N 5-year % (95% CI) 10-year % (95% CI) 15-year % (95% CI)

ILC 122
RFS 77.13% (69.9, 85.1) 70.57% (62.7%, 79.4%) 57.67% (44.2, 75.1)

OS 84.04% (77.7, 90.9) 76.0% (68.7%, 84.2%) 65.22% (56.6, 75.2)

IDC 3182
RFS 82.71% (81.4, 84.1) 77.45% (75.9, 78.9) 72.68% (70.77, 74.6)

OS 90.18% (89.1, 91.2) 81.81% (80.4, 83.2) 76.68% (75, 78.4)

Δ~7% Δ~13%

Δ~5% Δ~5%

ILC patients experienced a steep decline between years 5-15 

(77.1% to 57.7%; ~20% decline) vs. IDC (82.7% to 72.7%; ~10% decline)

Funding: NIH/NCI U10CA180821, U10CA180882; 

Alliance; DoD W81XWH-18-1-0564. 

Details: acknowledgments.alliancefound.org

Real-world cohortRecurrence-free survival Overall survivalN9831

Contact: Thiti.su@chula.ac.th, Chumsri.Saranya@mayo.edu

QR code

0    20         40      60   80      100   120       140   160

Performance: First of Trastuzumab -> Last Contact

HR = 2.006 (95% CI: 0.99 – 4.05) p = 0.047

HER2+ ILC Median = 33.72 m (95% CI: 28.72 m -75.76 m)

HER2+ nonILC Median = 68.62 m (95% CI: 62.24 m -75.4 m)

HER2+ ILC         16     13            3             1             0             0            0             0            0

HER2+ nonILC  898        725 473      270   163          83    26           4       0
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