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Histology



Clinical implications of differentiating histologically aggressive CLL vs
Richter syndrome

Survival from biopsy according to the histology
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Richter syndrome subtypes

95-99%

A\

ICC and WHO-HAEM5



cHL arising in patients with CLL must be treated as per LBCL guidelines
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Clonally related vs unrelated variant of Richter syndrome
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De novo LBCL arising in patients with CLL must be treated as per LBCL guidelines
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IGHV status



RESONATE2 - PROGRESSION FREE SURVIVAL IN U-CLL AND M-CLL

Burger JA, et al. Leukemia. 2020
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CLL13 - PFS ACCORDING TO IGHV STATUS
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PROGRESSION-FREE SURVIVAL - IGHV status
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TP53 status



ALLIANCE A041202: PROGRESSION FREE SURVIVAL IN TP53ABN AND TP53WT
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SEQUOIA — ARM C, del(17p): zanubrutinib
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PROGRESSION-FREE SURVIVAL - TP353 status
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Mutations of resistance



Mutations conferring resistance to BTKi
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[
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Wild type Normal Normal Normal Normal Normal
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Mechanisms of resistance to Venetoclax
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Acquired mutations after VenG
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Summary

* What are the predictive biomarkers?

o Disease histology
o Mutations of resistance

o TP53 status and IGHV status are prognostic but not predictive



Time to first treatment



IPS-E captures the three main patterns of time to first therapy

Condoluci A, Blood. 2020
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Overall survival



CLL-IPI is strongly validated at a ca. 70% accuracy

Sensitivity analysis Newcombe: Discrimination for the CLL-IPI predicting the outcome overall survival

Study % Weight Events / N c-statistic [95% CI]
Bahlo, 2016 (Development cohort) —— 0.0 462 11214 0.72[0.69, 0.75]
Bahlo, 2016 (Development cohort (int. validation)) —a— 0.0 243 | 585 0.77[0.73,0.81]
Bahlo, 2016 (Mayo clinic 2001-2014) —a— 219 144 | 838 0.79[0.75, 0.83]
Bahlo, 2016 (SCAN cohort) —— 219 215 | 416 0.73[0.68,0.78]
Delgado, 2017 (Barcelona hospital cohort) —— 224 212 524 0.77[0.72,0.81]
Rani, 2018 (Indian cohort) —_— 18.3 86 / 198 0.64[0.56,0.72]
Munoz-Novas, 2018 (Spanish cohort) —_— 15.5 46 |/ 215 0.72[0.64, 0.80]
Overall (Tau2 = 0.05) —— e —— 703 | 2191 0.74 [0.66, 0.80]
with estimated prediction interval [ i [0.55, 0.87]
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Kreuzberger N, Cochrane Database Syst Rev. 20200%



Survival of Rai 0 CLL patients, according to the CLL-IPI risk score,
relative to the general population
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What is the most robust biomarker?

Time to Tx failure

IGHV mutation status: not selected as independent variable



Summary

IPS-E for TTFT prognostication in early stage CLL

CLL-IPI for OS prognostication in early stage CLL

IGHV and TP53 are no longer strong biomarkers in patients treated with BTKi

Biomarkers in patients treated with time limited venetoclax tx are unknown



