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Supplementary Table: Associations of B7-H6 expression with PD-L1 and NK-TILs statutes in breast cancer tissues 

	ImmueParameter
	All patients   n = 156
	B7-H6 BCC
	P-value
	TILs-B7-H6
	P-value
	PD-L1 BCC
	P-value
	TILs-PD-L1
	P-value

	
	
	<median n=96
	 ≥ median n=60
	
	Low          n = 126
	High         n = 20
	Unknown n = 10
	
	<median n=125
	 ≥ median n=31
	
	Low          n = 58
	High         n = 88
	Unknown n = 10
	

	TILs-B7-H6
	 
	 
	 
	0.91
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Low
	126
	81
	45
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	High
	20
	6
	14
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Unknown
	10
	9
	1
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	PD-L1 BCC
	 
	 
	 
	0.57
	 
	 
	 
	<0,01**
	 
	 
	 
	 
	 
	 
	 

	Low
	125
	77
	48
	
	106
	13
	6
	
	 
	 
	 
	 
	 
	 
	 

	High
	31
	19
	12
	 
	20
	7
	4
	 
	 
	 
	 
	 
	 
	 
	 

	TILs-PD-L1
	 
	 
	 
	0.088
	 
	 
	 
	0.026*
	 
	 
	0.28
	 
	 
	 
	 

	Low
	58
	40
	18
	
	58
	0
	
	
	50
	8
	
	 
	 
	 
	 

	High
	88
	47
	31
	
	68
	20
	
	
	69
	19
	
	 
	 
	 
	 

	Unknown
	10
	9
	1
	 
	 
	 
	10
	 
	6
	4
	 
	 
	 
	 
	 

	Nk-TILs
	 
	 
	 
	0.35
	 
	 
	 
	0.041*
	 
	 
	0.023*
	 
	 
	 
	0.028*

	Low
	111
	69
	42
	
	100
	11
	
	
	95
	16
	
	50
	61
	
	

	High
	35
	18
	17
	
	26
	9
	
	
	24
	11
	
	8
	27
	
	

	Unknown
	10
	9
	1
	 
	 
	 
	10
	 
	6
	4
	 
	 
	 
	10
	 


Variable between groups presented in frequency tables evaluated by Chi-Square test. Two sided p-values are considered statistically significant if <0.05 and are indicated in bold.

Supplementary figure 1. B7-H6 and PD-L1 H-scores associations with TILs-PD-L1, TILs-B7-H6 and NK-TILs statutes in Her2 positive cancer subtype. 
Boxplot representations of H-score PD-L1 distribution according to TILs-PD-L1 status (a, p = 0.0293), TILs-B7-H6 status (b, p = 0.0174) and NK-TILs status (c, p = 0.0293). Boxplot representations of H-score B7-H6 distribution according to TILs-PD-L1 status (d, p = 0.137), TILs-B7-H6 status (e, p =0.051) and NK-TILs status (f, p = 0.074).
[image: ]
Supplementary figure 2. Survival analysis according to B7-H6 and PD-L1 expression in Her2 positive breast cancer tissues.  
(a and d) Kaplan-Meier curves for OS stratified according to B7-H6 and PD-L1 expression by cancer cells (B7-H6 BCC) and (PD-L1 BCC) respectively.  (b and e) Kaplan-Meier curves for OS stratified according to B7-H6 and PD-L1 expression by immune infiltrating cells (TILs-B7-H6) and (TILs-PD-L1) respectively. (c) OS curves according to B7-H6 expression by tumor and immune cells together leading to three subgroups; subgroup 1: TILs-B7-H6Low/ B7-H6 BCCLow, subgroup 2: TILs-B7-H6Low/ B7-H6 BCCHigh and subgroup 3: TILs-B7-H6High/ B7-H6 BCCLow/High. (f) OS curves according to PD-L1 expression by tumor and immune cells together leading to three subgroups; subgroup 1: TILs-PD-L1Low/ PD-L1 BCCHigh/Low, subgroup 2: TILs- PD-L1High/ PD-L1 BCCHigh and subgroup 3: TILs- PD-L1High/ PD-L1 BCCLow.
	
[image: ]
Supplementary figure 3. Survival analysis according to PD-L1 expression and NK-TILs status in breast cancer tissues.  
(a-b) Kaplan-Meier curves stratified according to PD-L1 expression by cancer cells (PD-L1 BCC) for overall survival (OS) and disease free survival (DFS). (c-d) Kaplan-Meier curves stratified according to PD-L1 expression by immune infiltrating cells (TILs-PD-L1) for OS and DFS. (e-f) Kaplan-Meier curves stratified according to NK cell infiltration (NK-TILs) for OS and DFS. 
[image: ]
Supplementary figure 4. Immunohistochemical evaluation of CD56+ NK-TILs in breast cancer. 
(a-b) Histological section showing CD56+NK cells localizations for intratumoral (blue arrows) and stromal (red arrows) areas. Representative images for absent (c1-c2) and present (d1-d2) CD56+NK cells. (Original magnification ×400)
6

image1.png
T T T
0oe 0sZ 00z

T
051

T T
00l 0%





image2.png
T
0oe

T T T
0sZ 00z 051

00l 0%





image3.png
0oe 0sZ

T
00z

T
051

00l 0%





image4.png
T T T T T T
0oe 0sZ 00z 051 00l 0%




image5.png
T T T T T T
0oe 0sZ 00z 051 00l 0%




image6.png
0oe 0sZ 00z 051 00l

0%





image7.png
A D
10] 10
[ rottsce
R B
peost o
0o 00
IR TR A b om e
08 o) 05 monine)
B E
1ol 1o
os os
H H
E 13
e § oo
i . £, TLspoLs
H H o
oz 02|
pons
oo o0
I EREREE IR
5 o) -
c F
1.0 107
_ o8
o8 .
H H
S S
o] oo
R e — [ Rl P
| i et oo LRkt
0| B e 6 g
oo p00s o] potst
R EE] T REREEE

08 (months) 08 (months)




image8.png
‘Cumulative survival Cumulative survival

Cumulative survival

A B
101 rof
o8 o8|
3
H
I % o
oed PO-Lt BCC Lo PD-L1 BCC
“Low 5 Low
027 0.2 ~High
peos21
oo 0o
o 10 2 % 4 % e 6 1 2 % 4 s &
o8 (monine) o montns)
c D
1 _ht‘\‘-\_‘_\_l ‘ \“—‘_‘—n
o8- 508
1 3
o £
TiLs-PDL1 £ TiLs- oLt
ow H Low
High Shigh
02 S o2 ot
posss peosss
o0 oo
I EEREEE) T % % % 68 &
0 montn) 0FS (monihe)
E F
N e ——
-
e
3 05 o
H
@ 06
oe] s P N
on H “Low
o —MHigh 3 5 ~High
Pp=0.048 p=0059
0o

08 (months)

0 N W o % e

DFS (months)





image9.jpeg
Supplementary Figure S1

Absent NK-TILs
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