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Background: NEOS is a randomized phase III study that assessed the long-term prog-
nosis of estrogen receptor positive (ERþ) primary breast cancer (PBC) pts who
received NET with/without adjuvant chemotherapy (CT). We presented the first report
about the relationship between DFS and clinical response to NET at median follow-up
4Y in SABCS 2017. We now present new data corrected according to long follow-up
(median 5.9Y).

Methods: Postmenopausal BC pts with ERþ/HER2 negative, T1c-2, clinically node
negative, and under 76 years old were enrolled at primary registration. Pts were treated
by leterozole (LET) in weeks 24-28 after primary enrollment. Pts who experienced pro-
gression of disease (PD) during neoadjuvant phase were excluded at randomization
and received systemic therapy driven by investigators before or after surgery. Pts who
met eligibility criteria were randomized 1:1 to LET for 4.5-5 years after CT or LET alone
for 4.5-5 years without CT after surgery. DFS/OS in patients showing CR, PR, SD or PD
response to NET are secondary endpoints and DDFS is an exploratory endpoint.

Results: Between May 2008 and June 2013, 904 patients were enrolled at primary regis-
tration from 100 institutions in Japan and 21 pts were withdrawn during neoadjuvant
phase. The median age was 63 years, T1c: 36%, T2: 64%, and progesterone receptor
(PgR)þ: 79%. Clinical response rates (CR, PR, SD and PD) were 2% (16pts), 48%
(421pts), 46% (403pts) and 5% (43pts), respectively. In each response, 0% (0/16),
10.7% (45/421), 12.7% (51/403), and 44.2% (19/43) experienced DFS events and 0%
(0/16), 5.2% (22/421), 7.2% (29/403) and 26% (11/43) experienced DDFS events.
DDFS in PD pts to NET were statistically significantly worse than CR, PR, SD pts
(p< 0.001, hazard ratio 4.83 (95% CI:2.52-9.29). The predictive markers of PD for
NET were PgR status (P< 0.001) and Ki67 status (P¼ 0.041) in biopsy specimen
among factors evaluated by multivariate analysis

Conclusions: The DDFS of PBC pts excluding PD pts to NET is excellent regardless of
treatment with/without CT. NET with utilization of PD response as a prognostic
marker can be considered as a standard treatment option for these patients.
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Background: TILs are an established prognostic factor for triple negative breast cancer.
We investigated the prognostic role of TILs for HER2þ early breast cancer patients
enrolled in the prospective ShortHER trial.

Methods: The ShortHER study randomized 1254 patients with HER2þ early breast
cancer to receive 9 weeks vs 1 year of adjuvant trastuzumab combined with chemother-
apy (Conte, ASCO 2017). TILs were assessed for 855 cases on centralized HES slides
according to recommendations (Salgado, Ann Oncol 2015). Metastasis-free survival
(MFS) was calculated from randomization to distant disease recurrence or death.
Median follow up was 72 months.

Results: Median TILs was 5% (Q1-Q3 1%-15%). Higher TILs were associated with
hormone receptor-negative status (p< 0.001) and age<60 years (p¼ 0.008). There
was no association with stage and PIK3CA mutation. Increased TILs were associated
with better MFS (HR 0.69, 95%CI 0.54-0.88 for each 10% TILs increment, p¼ 0.003).
5-yrs MFS rates were 91%, 94% and 100% for TILs<20%, TILs>¼20% &<50% and
TILs>¼50% (p¼ 0.013). Multivariable cox models confirmed TILs as independent
prognostic factor (Table).

Table: 186O
MULTIVARIATE COX MODELS FOR MFS

Factors All patients Hormone

Receptor neg

Hormone

Receptor pos

HR

(95% CI)

p HR

(95% CI)

p HR

(95% CI)

p

TILs 10% increase 0.67

(0.52-0.86)

0.001 0.72

(0.53-0.97)

0.031 0.57

(0.36-0.91)

0.017

HR pos vs neg 0.63

(0.39-1.00)

0.049 - - - -

Stage I-II vs III 0.31

(0.20-0.50)

<0.001 0.27

(0.13-0.59)

0.001 0.33

(0.19-0.60)

<0.001

Age >60 vs< 60 1.02

(0.65-1.60)

0.936 1.44

(0.69-3.02)

0.337 0.82

(0.45-1.47)

0.501

The association between 10% TILs increments and MFS was significant in the short
(HR 0.49, 95%CI 0.29-0.82, p¼ 0.006) but not in the long arm (HR 0.84, 95%CI 0.65-
1.10, p¼ 0.212). Patients with TILs<20% benefitted from long treatment (HR 0.76,
95%CI 0.60-0.97, p¼ 0.024), whereas for patients with TILs>¼20% the HR favored
the short arm (HR 2.79, 95%CI 0.98-7.96, p¼ 0.055; 8 events only). Interaction test
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showed p¼ 0.064 (arm*10% TILs increase) and p¼ 0.019 (arm*TILs binary variable
with 20% cutoff).

Conclusions: TILs are an independent prognostic factor for HER2þ early breast cancer
patients treated with adjuvant chemotherapy and trastuzumab. Integration of TILs in
prognostic algorithms can help refining risk stratification and guiding therapeutic de-
escalation.
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Background: Adjuvant HDCT for high-risk BC is not beneficial overall compared to
conventional chemotherapy at the cost of considerable toxicity. HDCT benefit, how-
ever, may be present in very high-risk patients (i.e.>9 involved ALN) and in triple neg-
ative (TN) BC patients, although long-term results are lacking for most initial studies.
We evaluated long-term outcome of a randomized phase 3 study, conducted from 1993
to 99.

Methods: Patients aged<56 years with early BC and�4 involved ALN were random-
ized to either conventional chemotherapy or HDCT as adjuvant systemic treatment.
The conventional arm consisted of 5x fluorouracil, epirubicin and cyclophosphamide
(FEC) 3-weekly. In the HDCT arm, the 5th FEC was replaced by cyclophosphamide
6000 mg/m2, thiotepa 480 mg/m2, carboplatin 1600 mg/m2 and supported with autolo-
gous HSCT (Rodenhuis, NEJM 2003). We collected 20-year follow-up data from medi-
cal records, general practitioners, and the Netherlands Cancer Registry. Endpoints were
relapse free survival (RFS), overall survival (OS), BC specific survival (BCSS), and safety
based on intention to treat analyses.

Results: 885 patients (64% 4-9 ALN, 36%>9 ALN; 53% ERþ/HER2-, 23% HER2þ,
16% TN, 8% unknown) were randomized to FEC (n¼ 443) or HDCT (n¼ 442). The
table shows efficacy results of univariable Cox models. With 20 years median follow-
up, relapse or death occurred in 272 patients (61%) who received FEC vs in 257 (58%)
HDCT patients (HR 0.88; 95% CI 0.74-1.05). The effect of HDCT compared to FEC
was most pronounced in patients with>9 involved ALN and in TNBC patients. In 138
TNBC patients the 20-year OS estimate was 52% after HDCT vs 39% after FEC. Long-
term safety and BCSS will also be presented at the meeting.

Table: 187O
RFS HDCT FEC

N 20 yr (%) 95% CI 20 yr (%) 95% CI HR 95% CI p

All 885 42 37-47 38 33-43 0.88 0.74-1.05 0.15

4-9 ALN 568 43 38-50 44 38-50 1.00 0.81-1.25 0.97

>9 ALN 317 39 31-47 27 21-36 0.71 0.54-0.94 0.02

ERþ/HER2- 469 40 34-47 36 30-43 0.83 0.66-1.04 0.11

HER2þ 205 38 30-49 42 33-52 1.15 0.80-1.63 0.46

TN 138 51 40-65 34 24-48 0.66 0.42-1.03 0.07

OS HDCT FEC

N 20 yr (%) 95% CI 20 yr (%) 95% CI HR 95% CI p

All 885 45 41-50 41 37-46 0.89 0.74-1.06 0.18

4-9 ALN 568 46 40-52 48 42-54 1.01 0.81-1.27 0.91

>9 ALN 317 44 37-53 30 23-38 0.72 0.54-0.95 0.02

ERþ/HER2- 469 46 40-53 40 34-47 0.81 0.64-1.03 0.09

HER2þ 205 40 32-51 46 37-56 1.15 0.80-1.66 0.44

TN 138 52 41-65 39 29-52 0.71 0.45-1.12 0.14

Conclusions: Long-term follow-up confirms survival benefit of HDCT in BC patients
with>9 involved ALN and suggests benefit in TNBC patients.
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Background: The EORTC QLQ-BR23 was one of the first disease specific questionnaire
developed in 1996 to assess quality of life (QoL) in patients with breast cancer (BC).
However, since 1996, major changes in BC treatment have occurred, requiring updat-
ing of the EORTC BC module. This abstract presents the phase I-III study updating the
EORTC QLQ-BR23.

Methods: The update of the EORTC QLQ-BR23 module followed standard EORTC
guidelines. QoL issues relevant for BC patients were generated in the phase I-II. Results
of an extensive literature systematic review found 83 potential relevant QoL issues.
After shortening the issues lists for overlapping, already existing in QLQ-C30 and QLQ
BR-23 and following by interviews with patients and health care providers, 15 relevant
issues were transformed into 27 items. The preliminary module of 27 items was pre-
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