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Introduction

Historically, Breast Cancer (BC) has not been considered as 
an immunogenic tumor, however over the past few years in par-
ticular several studies have demonstrated the significance and the 
high prognostic value of tumor infiltrating lymphocytes (TILs) in 
several solid tumors including BC [1]. It is worth mentioning that 
triple negative breast cancer (TNBC) tumors showed a high degree 
of immune infiltration when compared with hormone receptor 
positive subtypes. Therefore, clinicians hypothesized that the use 
of immunotherapy among TNBC patients specially those showing a 
high degree of TILs could definitely lead to better tumor responses 
and better eradication of the disease [2]. Moreover, proof-of-prin-
ciple studies with immune-checkpoint inhibitors in advanced-stage 
TNBC patients have yielded promising results, proving the poten-
tial benefit of immunotherapy for TNBC patients [3].

However, despite the successful unprecedented clinical activity 
that was reported by the immune checkpoint inhibitors targeting 
CTLA-4 and the PD-1/PD-L1 axis in several types of cancers 
including BC through reinvigorating the anti-tumor immune 
responses by disrupting co-inhibitory T-cell signaling [4]. Yet, the 
specter of poor clinical responses in some patients had recently 
appeared in the clinics suggesting the emergence of innate  

 
(primary) or acquired (secondary) resistance in those patients 
[4]. Thus, sheds the light onto the importance of more research 
directed towards understanding the molecular and immunologic 
mechanisms underlying the eligibility of TNBC patients towards 
immune checkpoint inhibitors and also to identify novel therapeutic 
approaches towards efficient harnessing of TNBC with decreasing 
the chances of resistance. Thus, recent research has shifted towards 
innate immune system highlighting the promise of natural killer 
(NK) cells as a more directed immunotherapeutic approach [5]..
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