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Introduction  

 1 

INTRODUCTION 

Allogeneic hematopoietic cell transplantation (HSCT) is 

one of the curative therapeutic options for hematological 

malignancies (Henden et al., 2015). The host hematopoietic 

system is reconstituted with donor hematopoietic system and 

donor lymphocytes, especially T cells that have the potential to 

exert Graft Versus Tumor effects concurrently with graft-

versus-host disease (Mussetti et al., 2017). Clinical data have 

shown that the severity of GVHD is negatively correlated with 

the chance of relapse (Greco et al., 2016). Acute GVHD is a 

major side effect of allogeneic HSCT. 

Large number of pro inflammatory cytokines are 

involved in the pathophysiology of GVHD such as interleukin-

1 (IL-1), tumor necrosis factor-alpha (TNF-α), and interferon-

gamma (IFN-) (Drobyski et al., 2018). These cytokines are 

elevated after allogeneic BMT and affect GVHD through either 

direct cytotoxic effects on host tissues or by activation of 

immune effector cells (Toubai et al., 2016). Blockade of these 

cytokines modulated the severity of GVHD. 

IL-6 is a cytokine that have broad effects, such as 

maturation and activation of B cells, T cells, and macrophages 

(Tvedt et al., 2017). IL-6 has been directly implicated in many 

human inflammatory diseases. Blockade of IL-6 signaling with 

anti–IL-6R monoclonal antibody Tocilizumab, has been shown 

to have therapeutic effects in many human diseases, such as 


