
No significant difference in ORR between both treatment 

groups (p = 0.3). However at 3 months, patients with high 

CD163 and high PDL-1 and patients with NK dysfunction 

showed significantly lower MRD negativity (p ≤ 0.001), despite 

achieving partial or complete remission. In contrast, 

maintained negativity of MRD observed more in patients with 

preserved immune function (low expression of CD163⁻/PD-

L1⁻, high expression of CD107a).

Monocyte exhaustion with high markers expression observed 

shorter PFS (median 14.5 vs 24.2 months, p = 0.01). NK 

dysfunction also was associated with poorer PFS (median 

13.2 vs 23.8 months, p = 0.003). Concordance of both had the 

worst PFS (p ≤ 0.001). 

In group received Ibrutinib, patients with high monocyte 

markers (exhaustion ) and NK dysfunction had median PFS 

11.5 months vs 26.2 months in preserved immune function (p 

≤ 0.001). While in Venetoclax group, high-exhaustion patients 

observed a slightly better PFS (median 15.2 months vs 25 

months, p = 0.01) denoting that venetoclax may partially 

overcome the adverse effect of monocyte/NK dysfunction.
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BASELINE MONOCYTE–MACROPHAGE EXHAUSTION AND NK-CELL DYSFUNCTION COULD 

PREDICT RESPONSE, MRD, SURVIVAL AND GUIDE TREATMENT CHOICE IN NEWLY 

DIAGNOSED CLL PATIENTS

Even with new medication in CLL, there 

are many patients developed resistance. 

Immune evasion may result in apparent 

"MRD negativity" without long-lasting 

disease control and this could explained 

by monocyte–macrophage exhaustion 

and NK-cell malfunction.

INTRODUCTION 

We assessed whether baseline 

monocyte/macrophage and NK-cell 

markers could guide treatment choice 

and predictor of response, MRD and 

progression-free survival (PFS) in newly 

diagnosed CLL patients treated with 

Ibrutinib (BTK inhibitors) or venetoclax 

(BCL-2 inhibitor).

AIM

82 patients treatment-naïve CLL were enrolled with median age of 62 years old. Baseline 

peripheral blood monocytes/macrophages were assessed for CD163 (M2 polarization) 

and PD-L1 (immune checkpoint activity) by flow cytometry. NK cells were detected using 

CD107a (degranulation assay). Patients received Ibrutinib (n = 44) or venetoclax plus 

Obinutuzumab (n = 38) according to patients insurance eligibility. Treatment response, 

MRD status and PFS were recorded.

METHOD

CLL with baseline high 

monocyte/macrophage expression of 

CD163/ PD-L1 and NK-cell dysfunction 

by low CD107 are strong predictors of 

treatment failure (false MRD negativity), 

and poor PFS. Assessment of immune 

fitness at baseline may tailor treatment 

between BTK inhibitors and venetoclax, 

to optimize response and survival and 

this could be validated in future 

randomized study.
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