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Supplementary data 2. Correlation between Ki67RNA and Ki67IHC
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[bookmark: _GoBack]Supplementary data 3. EFS according to age subgroups and their respective Ki67RNA status
Statistical analyses were obtained by a Cox univariate test.
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Supplementary data 1. Repartition of normalized values of Ki67rna (Units) and threshold
For each of the 98 patients of your cohort, Genomic Health. inc gave normalized unit values of Ki67zy, expression (in associated Table). Based on 5 housekeeping
genes expressions (GAPDH. RPLPO. GUS. TFRC. 6-actin), the Ki67 RNA expression is normalized in Oncotype DX test . These values were distributed according to a

Gaussian curve in our cohort. The optimal threshold of 6.35 units was determined using R package pROC version 1.16.1
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Characteristics Ki67tc (n=95) Ki67=14 (n=98)
<20% >20% _ <6.35 units >6.35 units
Age (years)
<50 22 10 19 15
250 34 29 2 2
Tumor size (mm)
<10 7 6 8 6
10- <20 29 20 2 29
20-<50 19 13 1 21
50 1 0 0 1
Histol ogical type
Ductal 52 36 40 52
Other 4 3 1 5
Tumor grade
Grade | 6 1 7 2
Grade Il 38 2 25 36
Grade Il 12 16 9 19
PR status
PR negative 1 7 6 12
PR positive 45 2 35 5
Nodal status
NO 26 29 2 33
Nmic 9 4 6 9
N1(1-3nodes) 21 6 13 15
Recurrence Score
Low (<18) 26 9 18 19
Intermediate (18-30) 27 21 23 26
High (>30) 3 9 0 12
Treatments
HT 44 25 37 35
CT+HT 12 14 4 2
Events
No 45 2 38 a1
Yes 1 7 3 16

Supplementary data 4. Distribution of Ki67 status (RNA and IHC) according to patient and tumor
characteristics.

The Ki67,,,c positivity was defined by the rate of 20% established by St Gallen 2015
recommendations. The Ki67 gy, positivity was defined by the rate of >6.35 units established by
statistic analysis with a 48% of specificity and 84% of sensitivity. The Nodal status was stratified in
3 groups: NO (node negative). Nmic (micrometastatic) or N1 (1-3 positive nodes). The hormonal
receptor status (ER and PR) was considered positive according to standardized European
guidelines using a cut-off of 210% stained tumor cell nuclei. All patients were ER positive and
HER2 negative. Almost histological type were ductal and others were composed by lobular type
and mixte contingent. The Recurrence score results (RS) are interpreted in three categories (low
risk: Recurrence Score (RS) results <18; intermediate risk: RS results = 18-30; high risk: RS results
>31). The events include the local or metastatic relapse. other cancers occurred and death. HT :

Hormonal therapy. CT : Chemotherapy.




