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INTRODUCTION

 The role of the immune system in eradicating CML has been
demonstrated in

« Successful graft-versus-leukemia effects

 Requirement of active T and NK cells for sustained remission
before therapy discontinuation.

* Further understanding of immune determinants of TKI response
will help improve the odds of deeper molecular responses and
treatment-free remission.

METHODS

We compared 20 patients that achieved MR4.5 to 32
patients with suboptimal response to therapy according to
the European LeukemiaNet (ELN) response milestones.

We prospectively collected longitudinal blood and bone
marrow samples from these patients and characterized
them using cytometry by time of flight (CyTOF).

The CyTOF panel (36-plex) was custom-designed to
include markers of leukemia/stem progenitor cells, lineage
defining, intracellular signaling, immune exhaustion and
activation markers.

Samples were barcoded, pooled and processed
simultaneously to overcome technical variations and batch
effects.

CD45hi cells (leukocytes) were grouped using PhenoGraph
clustering, based on expression of these markers.
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* Higher proportion of macrophages expressing the immune

regulatory ligand V-domain immunoglobulin suppressor of
T-cell activation (VISTA)

 Lower proportion of mature granulocytes with low

expression of VISTA

Prevalence of different immune cell subpopulations among patients with suboptimal response compared with patients who achieved MR4.5
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CONCLUSION

 T-cell exhaustion and immune checkpoint VISTA
overexpression are associated with suboptimal response to
therapy in CML.
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