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CD20: linfociti B
CD3: linfociti T
CD8: linfociti T citotossici
CD4: linfociti T helper
FOXP3: linfociti Treg
CD68: istiociti
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Cancer classification usign the Immunoscore: 
A worldwide task force
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The evaluation of TILs

in breast cancer: 

recommendations by 

an International TILs

Working Group 2014

TILs MAMMELLA



Tumor regions (CT & IM) Immunostainings Immunoscore (CT + IM)
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Expert Opinion on Biologica Therapy 2017

Cellular Phsiology and Biochemistry 2015
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Oncotarget 2016

Cell Physiol Biochem 2016
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TILs CD20 CD3 CD4 CD68 CD8 DCm FOXP3
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TS TC TC+TS TC/TS TC+TS/TC/TS
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Dove?

SEZIONE INTERA TMA BIO CITOLOGICO

54.1%

35.1%

8.1%

2.7%

TILs POLMONE

SEDE

MATERIALE



TILs POLMONE

MODALITA’



MANUALE DIGITALE
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QUALITATIVO NUMERICO PERCENTUALE
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QUALITATIVO NUMERICO PERCENTUALE

MANUALE DIGITALE

31.6%

78.4%

5.4%

64.9%

29.7%

MIN P VALUE TERZILI MEDIANA MEDIA PREDEFINITO
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(8) x  (3x4) x                (2x2x5)Dove?
Popolazione Materiale 

Sede
Valutazione

Metodo
Cut off 

= 2880
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Subset

TILs
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Cell Physiol Biochem 2016



Subset Distribution
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Subset Distribution Outcome
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Subset Distribution Outcome N °of Studies N °of Patients HR (95% I.C.) P Value Heterogeneity
I² (%) P
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Subset Distribution Outcome N °of Studies N °of Patients HR (95% I.C.) P Value Heterogeneity
I² (%) P
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Subset Distribution Outcome N °of Studies N °of Patients HR (95% I.C.) P Value Heterogeneity
I² (%) P

TILs Both
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OS e DFS

CD8

Digitale (QuPath)

Numerico
Minimum P value

TC+TS

TMA
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ETA’:

 Mediana 70 anni
 Range                                           40-86 anni

SESSO:

 Maschi                                         167 (70%)
 Femmine                                     73 (30%)

ISTOTIPO:

 Adenocarcinoma                       163 (68%)
 Carcinoma squamoso               61 (25%)
 LCC                                               16 (7%)

TNM:

 I                                                     153 (64%)
 II-III                                               87 (36%)

FOLLOW-UP:

 Mediano                                      33 mesi
 Range 5-179 mesi
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“QuPath: Open source software for digital pathology image analysis”

Sci Rep. 2017



OS DFS

CD8 POLMONE
Minimum P value…

“Cutoff Finder: A Comprehensive and Straightforward Web Application Enabling Rapid Biomarker Cutoff Optimization” 

Plos One 2012



ETA’
≤ 70 anni 24.4%              75.6%
> 70 anni                                   19.7%               80.3%           0.37

SESSO:
Maschi                                        20.4% 79.6%                  
Femmine                                    24.6%              75.4%           0.45

ISTOTIPO:
Adenocarcinoma                      19% 81%    
Carcinoma squamoso              27.9% 72.1%       
LCC                                              25%                75%               0.34

TNM:
I                                                    17%                 83%      
II-III                                              30%                 70%              0.02

< 250 ≥ 250 P

CD8 POLMONE



Log-rank p<0.01
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CD8 number < 250   Mediana: 38 mesi

CD8 number ≥ 250   Mediana: 79 mesi

Log-rank p<0.01
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CD8 number < 250   Mediana: 21 mesi

CD8 number ≥ 250   Mediana: 97 mesi



ETA’
≤ 70 anni 1         1              
> 70 anni                             1.07 0.72-1.60 0.73          0.83       0.38-1.78      0.63

SESSO:
Maschi    1                                                     1
Femmine                             0.52      0.31-0.85       0.01          1.01       0.45-2.29      0.97

ISTOTIPO:
Adenocarcinoma                1                                                     1
Carcinoma squamoso        1.14     1.61-3.36        0.56         1.19        0.49-2.85      0.70                 
LCC                                        2.40     1.22-4.72        0.01         0.85        0.11-6.39      0.87

TNM:
I                                              1                                                    1
II-III                                        1.9       1.31-2.94        0.001       2.49       1.13-5.48        0.02

CD8:
< 250                                     1                                                     1
≥ 250                                     0.56    0.36-0.89        0.01           0.36       0.16-0.79       0.01              

HR       95% CI         P HR          95% CI        P
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Conclusioni:

 Eterogeneità • Intrinseca

• Estrinseca

 CD8  in TC+TS

 CD8  in TC+TS:  Fattore prognostico indipendente

- Digital

- Cut-Off: 250 x mm²
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Uryvaev A Medical oncology 2018

26 pts: - 19 CHT 1 Linea
- 2 AntiEGFR 1 Linea (4 erano EGFR mutati????)
- 5 Immunoterapia 1 Linea

Tutti i 26 pts trattati con nivolumab

Multivariata? PD-L1? Stratificazione tra 1 e 2 Linea?



Taube JM Cl cancer Res 2014

Sudio su 41 tumori di cui 12 NSCLC


