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Background: indications of loco-regional therapies in mCRC
I

In patients with unresectable liver metastases only or oligometastatic
disease, local ablation techniques can be considered

Toolbox of ablative treatments

Local treatments Locoregional treatments
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Thermal devices Nan-thermal devices Embolic devices Lo
chemotherapy
Radiofrequency || Brachytherapy | |Radicembolisation
ablation or electroporation SIRT
cryoablation
) ) External Body L |Chemoembalisation
Microwave ablation — Radiotherapy with TACE/Beads
high-precision HT

E. Van Cutsem et al. Annals of Oncology. 2016



Background: what is TACE ?

¢ Trans-arterial chemoembolization (TACE) is the most commonly
performed procedure for liver tumors

** Technique: infusion of chemotherapeutic agents followed by embolic
particles into the hepatic arteries supplying the liver tumors
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Background: the effects of loco — regional therapies on liver
I

Preclinical models have shown that liver loco-regional treatments induce local
inflammation and enhance systemic adaptive T-cells response
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Background: role of TILs in mCRC
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Endpoints

** Primary: assess the effects of TACE on intra- and
peri-tumoral inflammatory infiltration in CRC
liver metastases

*»* Secondary: to test if TACE could increase
the number of TILs




Study population

1406 CRC pts
(Jan 2010 — Dec 2016)

586 pts with liver limited disease

41 pts underwent at least one TACE

16 pts underwent liver resection after TACE

9 pts underwent liver resection also before TACE




Materials and methods

+»* Evaluation of TlLs: low < 2 per hpf, high > 2 per hpf

+»* Evaluation of Peritumoral Inflammation (PF)

No inflammation




Results: population features
I

**Median age 58 years
**Gender: 12 males and 4 females
1 pts with microsatellite instability

** Median n° of chemotherapy lines administered before
TACE: 1 (range 0-2)
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Results: effect of TACE on TiLs and PF

Pathological characteristics of colorectal liver metastases after TACE...

N° of evaluable patients = 13

TILS PF

TILs low 2+ 15%
46%

TILs high
54%

62%



Results: could TACE enhance TILs?
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50 % of patients switched to “TILs high’’ following TACE



Conclusions
D

TACE appears to stimulate immune response through an increased of
number of TILs

% After TACE TILs-high status was identified in 54%0 of colorectal liver
metastases

In literature TILs high status was identified in 30%0 of colorectal
adenocarcinoma

< 50% of patients switched to TILs high following TACE

Williams et al. Gut 2018



Future perspectives
I

*» In future the study through digital pathology of this selected
population can help to better understand the effect of TACE on
colorectal cancer liver metastases

+ Could the enhancement of the immune response by TACE open
the doors to a possibile combination between TACE and
immunotherapy?
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