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Abstract. Except the widely accepted use of immune checkpoint inhibitors in the treatment 
-

immune cells and some cytokines, chemokines and growth factors in the TME gives infor-
mation about the use of immune checkpoint inhibitors in MMRp CRCs. The increased level 

antibodies. Classical treatment of CRC patients has included chemotherapy, radiothera-
py and surgery. Recently, immunotherapy has been added as a mainstay for therapy of 
CRC. The main checkpoint inhibitors used in CRC immunotherapy are pembrolizumab and 

In conclusion, we may state that the future treatment of MSS CRC is in combination thera-

must be assessed in order to determine combination therapies.

 Key words:

Corresponding author: Prof. Maya Gulubova, MD, PhD, Department of General and Clinical Pathol-

Received: Accepted:

10.2478/AMB-2024-0022



66 M. Gulubova, D. Chonov, M. M. Ignatova, Y. Yovchev

CNTO-
328 siltuximab CNTO-328

tocilizum-
ab

The chemotherapy with carbopla-
tin/doxorubicin combined with IL-6/STAT3 block-
ade

Th1, 
Th17 and Tregs increase

FoxP3+ T



67New approach in understanding colorectal cancer immunosuppression and immunotherapy-based...

non-suppressive FoxP3loCD45RA- eTregs
FoxP3hi 

CD45RA- Tregs

FoxP3+ Tregs can be in fact anti-tumorigenic 
in CRC. The depletion of Tregs can provoke au-
toimmune diseases and therefore is quite danger-
ous to be used for treatment.
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pahway

Therapy with immune check-point inhibitors
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