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Histology



The different histologies of CLL
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After pathology revision, ~20% of ‘RS’ are
downgraded to histologically aggressive CLL

Soilleux et al, Histopathology 2016
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The different histologies of Richter syndrome
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Post-transformation survival according to histology
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Clonally related vs unrelated variant of Richter syndrome
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The molecular profile of clonally unrelated RS
differs from that of clonally related RS
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Genetics



IGHV mutation status
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TP53 status
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Karyotype status
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Resistance mutations to BTKi and BCL2i
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Patient’'s comorbidities



Cardiac risk factors

Meta-analysis of 8

RCTs
Risk Ratio Risk Ratio

Subgroup 95% Cl 95% Cl

Hypertension . .

Meta-analysis 2.82[1.52, 5.23] ~— Rlshk far(;t]?rls for Afib

95% Prediction Interval  [0.45, 17.60] ————————— * heartralure
« left atrial abnormality on electrocardiogram

Atrial fibrillation .

Meta-analysis 4.69 [2.37, 9.29] B * past hl_stor_y of AF .

95% Prediction Interval ~ [1.13, 19.43] —_— « left atrial diameter by echocardiography
« atrial fibrillation risk score
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Caldeira D, et al. PLoS One. 2019

Ibrutinib decreases risk

Ibrutinib increases risk

Lentz R, et al Leuk Lymphoma. 2019
Archibald WJ, et al. Ann Hematol. 2020
Reda G, et al. ] Hematol Oncol. 2018
Mato AR, e al. Cancer Biol Ther. 2018




Cardiac risk factors

Bleeding incidence before and after prohibiting concomitant use of DOCs in CLL12

95% Wald Confidence
Estimated marginal means for the incidence of Interval
bleeding events per month Mean Std. Error Lower Upper
Ibrutinib-Group before amendment 7.9% 21% 4 8% 13.2%
(2015/07/20)
after amendment 1.7% 0.4% 1.1% 2.6%
(2015/07/20)

Langerbeins P, et al. Blood. 2022



Conclusions

* Histology: differentiate “histologically aggressive” CLL vs
Richter syndrome

* Richter syndrome: differentiate clonally related LBCL vs
clonally unrelated LBCL vs cHL

* First line: test for TP53 status
* Relapsed disease: test for BTK and BCL2 mutations

 Patient assessment for comorbidities and con-med



Laboratory of experimental He

NV

matology IOR

0

Post Doc

Lab Technician

Research Fellow

Bioinformatician

Alessio Bruscaggin PhD

Deborah Piffaretti PhD

Simone Bocchetta PhD

Gabriela Forestieri BSc

Katia Pini BSc

Marco Marangon BSc

Adalgisa Condoluci MD, PhD student

Cristina Pirosa MD, PhD student

Joyce Marques De Almeida MD, PhD student
Lodovico Terzi Di Bergamo MSc, PhD student
Matin Salehi MSc, PhD student

 Leukemia

ENSNF

krebsforschung schweiz
" recherche suisse contre le cancer
European Research Council ricerca svizzera contro il cancro

Scientific Council swiss cancer research

LEUKEMIA & ’
‘ g\g\g’E%MA FOND'ACTION

contre le cancer

ba. Helmut Horten Foundation
50 years promoting medical innovation

worldwide

cancer
research




