An assessment of NK and T cell functional immunity in response to vaccination
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INTRODUCTION METHODS

 Humoral immunity to vaccination is known to be impaired with continuous BTKi therapy, but less is known regarding antigen specific * Freshwhole blood samples from 96/99 participants of the IMPROVE trial (ISRCTN 14197181)° were obtained 3 weeks following
cellular responses to vaccination. vaccination, stimulated with SARS-COV-2 peptides overnight and IFNy production assessed using QuantiFERON ELISA. Matched
frozen PBMC samples were subsequently defrosted, rested and stimulated for 4 hours with 2 different peptide pools consisting of
e Cellular immunity has been reported to improve during covalent BTKi therapy, evidenced through enhanced antigen specific responses 315 peptides (15-mers with 11amino acid overlap) covering the spike glycoprotein) (S1 and S2). IFNy production measured by
to latent herpes viruses! and the improved generation of CAR-T cells amongst patients previously treated with BTKi2. ELISPOT. Using correlation analysis of these 2 functional assays, the top and bottom 17% of functional responders were identified.
 The contribution of NK and T cell antigen-specific immunity and a comparison of functional responses elicited by the different covalent * Using 10 colour flow cytometry panels, the surface phenotype and transcription factor profiles of CD3+ T cells and NK cells were
BTKi drugs following vaccination, remains unknown. assessed and compared amongst participants exhibiting the greatest and poorest cellular responses. To phenotype antigen-specific
responses, PBMC samples were next rested overnight and subsequently stimulated with either S1 or S2 peptide pools for 4 hours
before measuring IFNy, TNFo and IL2 by flow cytometry alongside NK and T cell phenotypic markers.
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