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Natural killer (NK) cells play a crucial role in the innate immune 
response. In the absence of prior activation they are capable of 
rapidly produce interferon γ (IFNγ) and other immunoregula-
tory cytokines, as well as lyse specifi c target cells. Previous 
studies suggested a dual role for NK cells in rheumatoid 
arthritis (RA) and limited their characterisation to the surface 
expression of CD56/CD16. However, the newest information 
on the heterogeneity and complexity of this cell population 
has deemed such classifi cation insuffi cient. In an effort to shed 
a new light into the possible roles of NK cells in RA in the pres-
ent study the authors have dissected the heterogeneity of NK 
by looking into the expression of CD27, CD11b and CD62L as 
well as the production of pro-infl ammatory cytokines in the 
peripheral blood of RA patients.
Peripheral blood NK cells from RA patients (n=10) and healthy 
donors (n=10) were analysed by fl ow cytometry, for cell sur-
face expression of CD56, CD16, CD27, CD11b and CD62L, 
intracellular cytokine production of IFNγ and tumour necrosis 
factor α (TNFα) and degranulation (CD107a).
This data indicate that a higher percentage of CD56bright 

CD27 CD11b and CD56dim CD27 CD11b NK cells are pres-
ent in RA when compared to healthy donors indicating lower 
maturation status of NK cell compartment, probably due to 
chronic enhanced stimulation and proliferation. Regarding 
NK cell CD62L expression, general reduction was found in RA 
patients, particularly in CD56bright NK subset. Better ability for 
production of IFNγ in CD56bright CD16 and CD56dim CD16 NK 
cells was observed in RA patients (28.4%±7.1% vs 11.3%±7.9% 
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and 52.6%±11.5% vs 28.0%±17.3%, respectively). Similar 
results were obtained for TNFα (26.2%±6.1% vs 14.0%±6.7% 
and 55.6%±8.9% vs 29.5%±14.5%, respectively). Increased 
degranulation, based on upregulation of CD107a expression, 
observed in RA patients CD56dim CD16 effector NK cells 
(41.8% vs 25.9%) could be connected to chronic stimulation 
in disease.
Taken together, this results suggest an important role of 
CD56bright/dim CD27 CD11b NK-cell subsets in RA. These NK 
cells are potent producers of pro-infl ammatory cytokines and 
thus capable of massive destruction in a chronic infl ammation 
scenario. In line with previous studies, lower expression of 
CD62L in different RA NK subsets correlates with increased 
cytotoxicity making NK cell privileged targets for immune 
therapy.
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