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Abstract 
 
Ashok Kumar Kumawat (2013): Adaptive Immune Responses in the Intestinal 
Mucosa of Microscopic Colitis Patients, Örebro Studies in Medicine, 84, 83pp. 
 
Microscopic colitis (MC) is a chronic diarrhoeal disease of unknown aetiology, 
comprising collagenous colitis (CC) and lymphocytic colitis (LC). The nature of the 
adaptive local immune responses in the mucosa of MC patients is however far from 
elucidated. The present study investigates phenotypic and functional characteristics 
of the adaptive local immune responses in the colonic mucosa of these patients. 

Our immunohistochemistry and flow cytometry studies (Paper I & II) demon-
strated increased frequencies of CD8+ T cells in the colonic epithelium and lami-
na propria of both LC and CC patients compared to controls, whereas the fre-
quencies of CD4+ T cells were unaltered or reduced. Our flow cytometry data 
revealed increased local activation of both CD4+ and CD8+ T cells in the lamina 
propria as well as the intraepithelial compartment of CC and LC patients com-
pared to controls, demonstrated as increased proportions of these cells expressing 
the active/memory marker CD45RO and the proliferation marker Ki67. 

Analysis of recent thymic emigrants by measuring T cell receptor excision cir-
cle (TREC) levels in the colonic mucosa of CC and LC patients revealed reduced 
TRECs levels in these patients compared to controls (Paper III). These results 
suggests that the observed increased numbers of T cells in the mucosa of CC and 
LC patients is due to the expansion of local resident T cells rather than direct 
recruitment of recent thymic emigrants to the mucosa. 

Molecular analysis of T helper (Th) cell and cytotoxic T lymphocyte (Tc) 
mucosal cytokines at messenger and protein levels in the colonic biopsies from 
CC and LC patients demonstrated a mixed Th17/Tc17 and Th1/Tc1 mucosal 
cytokine profile and revealed significant differences in the mucosal 
cytokine levels in CC and LC patients compared to controls (Paper IV).  

Finally, we have set up an in vitro model to investigate how the colonic milieu 
affects the activation and differentiation of T lymphocytes (Paper V). Our prelim-
inary data indicate increased production of both pro-inflammatory and anti-
inflammatory cytokines by peripheral blood T cells in the presence of soluble 
factors from the inflamed colonic mucosa of CC patients compared to controls.  
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