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Background

Validity of borderline ER-positivity (1-10%) is clinically important as treatment concepts differ
substantially between luminal-like and triple-negative breast cancer (TNBC). Moreover, the HER2-
low subgroup gains therapeutical relevance, although there is no standardized test available so
far. We evaluated concordance of ER, PR and HER2 status between local, central, and mRNA
assessments (RT-PCR) and its clinical impact in the (neo-)adjuvant WSG-ADAPT HR+/HER2- phase
Il trial (NCT01779206).

Methods

5625 patients were screened from 81 centers in Germany for participation in the ADAPT HR+/HER2-
trial. ER/PR/HER2 values were documented in 5149 patients with clinically high-risk ER and/or PR
positive (>1%,) and HER2-negative EBC (by local lab, Figure 1). 4691 patients were allocated to
endocrine therapy (n=2356 endocrine therapy, 2335 treated by chemotherapy).
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=  Qut of 4374 (99.7%) ER+ and/or PR+ tumors by central IHC (Table 1), 4336 (99.1%) were ER+ and/or PR+ by RT-

PCR (overall concordance: 99.1%, k=0.38)
= High concordance for ER status (Table 2)

=  QOutof 4512 (99.6%) ER+ tumors ER+ by local IHC, 4484 (99.3%) were ER+ by central IHC (overall
concordance: 99.3%, k=0.45)

Conclusions: = Overall, 163 tumors (3.2%, Table 3) were HER2+ (3+ and/or positive ISH) by central assessment,
b local and | d f including 98 (60.1%) identified by the 15t and the remaining 65 (39.9%) by the 2" biopsy
e OTER, F HERS = Qut of 75 (1.7%) HER2+ tumors by central IHC with available RT-PCR data, 55 (73.3%) were HER2

assessment is high in HR+/HER2- EBC negative by RT-PCR (overall concordance: 98.2%, k=0.20).
Standardization and quahty assurance measures may be needed for = 3078 tumors (68%) with available local and central IHC assessments were HER2-low (1+ or 2+ but

determination of HER2-low status (1+ or 2+ but ISH negative) ISH negative) by local and/or central IHC on the first biopsy
= Qverall, only 53.8% of tumors had a concordant status: HER2-low (1+ or 2+ but ISH negative) or

Treatment of the heterogeneous ER-low group (1-10%) as TNBC appears HER2- (HER2=0) in both local and central IHC (k=0.10)
reasonable only if ER-low is confirmed by a second assessment and in cases = We have observed stronger correlation between continuous central HER expression vs. RT-PCR
with Ki67>40% than between local HER2 expression and RT-PCR (r_Spearman = 0.47 versus 0.23)

= There is only 29% concordance (n=998 of 3385 with both available pre- and post-ET samples) in
HER2-low status between 15t and 2" sample both assessed by central lab

Assessment of response to preoperative endocrine therapy may be helpful
if an endocrine-based therapy concept is intended

= Neither local nor central HER2-low status had an impact on iDFS

= Qut of 4348 (99.4%) ER+ tumors by central IHC, 4309 (99.1%) were ER+ by RT-PCR. = Regarding pCR (ypT0/is, ypNO) after neoadjuvant chemotherapy (n=864): only local (14.1 vs.
- Among 60 (1.4%) ER- tumors by RT-PCR, 39 (65.0%) were ER+ by central IHC (overall 20.5%, p=.02), but not central HER2-low (14.1 vs. 16%, n.s.) status (vs.HER2 0) was associated with
concordance: 99.0%, k=0.48) significantly lower pCR rate
= Lower concordance for PR status Table 3. Agreement in HER2 status (local/central lab) Table 4. Agreement in ER-low (1-10%) status
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