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Compare U-CLL vs M-CLL in repertoire, mutation burden, and frequencies of key lesions.
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second treatment with large effect sizes; unassigned (176; 81.9%); among assigned, subset #2/IGHV3-21 was  IgHV status proved to be the strongest prognostic factor, with median TTFT of 69 months in CLL Risk Stratification - Summary
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B IGHV multiclonality occurred in 27 patients (13.2%) - 13 with two  RESULTS
 IGHV status remains the dominant prognostic anchor in our cohort, separating time to first and productive IGHV and the rest productive+unproductive. Most IGHV were
most frequent (6; 2.8%, aggressive irrespective of SHM), followed by #1  mutated versus 15 months in unmutated cases (HR = 2.67; p < 0.001; Figure 3A), and TTST of
U-CLL shows earlier treatment need than M-CLL.U-CLL carries a higher mutation burden and (5; 2.3%) and #6 (3; 1.4%); others each <1%. 102 months versus not reached (HR = 3.23; p < 0.001; Figure 4A). ATM aberrations shortened
characterised by more frequent del(13q) and a broader, less restricted BCR repertoire. U-CLL patients demonstrated a significantly higher overall mutation = months; HR = 2.70; p = 0.003; Figure 3C) and BTK mutations (0.4 vs. 32 months; HR = 3.57; p = Anchor M_%'fﬂ'igﬁe'}ar:ﬂ:ﬁfnp:urden;
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139 deletion predominated in M-CLL patients (67.8% vs 44.4%, p=0.001,  TTST of 2.5 versus 106.6 months (HR = 4.35; p = 0.008; Figure 4D).
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ATM (16.2% vs 8.0%, p=0.093), SF3B1 (7.7% vs 2.3%, p=0.121), and  TTFT HR = 3.92 (95% CI 2.08-7.36; p~5.2x107%) and TTST HR = 7.79 (2.16—28.08; p=2.2x107)  [Riaereloitlsl el (i uelfe) ATM/del11g, NOTCH1, BTK,
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poinosiaskie Centrum Onkologi (1.7% each), while CXCR4 and MYB alterations were found only in M- HR = 2,09, 1.01-4.35; p = 0.047), whereas SF3B1 associated with shorter TTFT in M-CLL (HR =
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