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Chronic lymphocytic leukemia (CLL) is a type of blood cancer characterized by the uncontrollable growth of
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CLL is highly variable in clinical CLL treatment success depends on
presentation and progression' molecular genetic alterations, in
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variable gene somatic
* Rapid progression or progression hypermutation status and 17p
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Interaction of CLL cells with tumor microenvironment (TME)*>

CLL cells CLL cells interact with the TME via:
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Predictive markers in CLL?

TP53 gene disruption
Unmutated immunoglobulin heavy chain variable (/GHV) gene mutational status
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Richter syndrome (RS)-an aggressive transformation of CLL*%’

RS is a phase of CLL that sometimes follows drug resistance and disease relapse

Promising future treatment
Resistance to : modalities:
. . Poor prognosis : :
existing therapies Prog 3 * Immune checkpoint blockade
* Bispecific antibodies

Novel insights into molecular triggers in RS®
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. Loss of function mutations in

TP53 Cells bypass B-cell receptor
- Deletion of cyclin-dependent (BCR)-associated blocking of Development of RS phenotype
kinase (CDK) inhibitors, cell cycle progression

CDKN2A and CDKN2B

Factors influencing treatment response in RS®

Changes in the tumor

. . Clonal hematopoiesis of indeterminate potential mutations
microenvironment

BCR signaling as a target in CLL treatment strategies"?3

» B-cell survival

Crucial enzyme for
BCR signaling involved: Bruton tyrosine kinase (BTK) BCR signali?:g

» B-cell proliferation

BTK inhibitor (BTKi)'3 Enzyme inhibitor used in any line of therapy for CLL
y

Approximately, 10%-15% of patients with CLL develop resistance to treatment with the selective BTKi ibrutinib,
which is widely used as a front-line therapy for CLL, or experience disease relapse due to minimal
residual disease (MRD) cells remaining in the blood'

Emerging treatment approach in the case of MRD®
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Evasion of BTK inhibition in Inhibition of Ras/Raf/MEK/ERK Delayed tumor growth
CLL cells with BCR"/ERK"" } signaling
phenotype
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Benefits of venetoclax in CLL treatment

Venetoclax is a selective BCL-2
antagonist that induces apoptosis of —

oo
CLL cells —

B-cell lymphoma 2 (BCL-2) is a protein
that regulates apoptosis

Enhances activation and function of Exerts immunomodulatory Prevents T-cell
immune cells?® effects on T-cell features™ exhaustion"

Combination therapies that prevent T cell exhaustion

Venetoclax and epcoritamab, a bispecific
CD3 and CD20 targeted monoclonal
antibody?

Targeting S100A9 protein in TME during
chimeric antigen receptor T-cell therapy®

Venetoclax and chemoimmunotherapy™

Recent studies on the efficacy of BTK and BCL2 inhibitors

Fixed duration triplet

therapy with: ' Improved
—— — W K Monotherapy with one . 1y
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* Obinutuzumab (anti-CD20 bt ° CLL patients™
antibody)

Randomized phase Il trial

. . Improved PFS in

. 4| Chemotherapy . heavily pretreated
Pirtobrutinib Idelalisib + rituximab high-risk patients with
(non-covalent BTKi) or bendamustine +

iy a more favorable
rituxima ° safety profile’

Examination of safety profile

High rate of undetectable bone
marrow MRD'®

IE IE IE Pirtobrutinib + venetoclax +
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Emerging alternatives for venetoclax

) and ibrutinib—next-generation BCL-2 ] 4 y |
Higher potency than venetoclax inhibitor with reduced toxicity™ Higher potency than ibrutinib

Sonrotoclax: Zanubrutinib:

Emerging alternatives for BTKi—BTK degraders'®'®

Proteasomal
degradation

BTK BTK Ubiquitinati J
protein degraders lquitination

BTK degraders NX-5948 and BGB-16673 have demonstrated safety and efficacy in treating heavily pretreated

relapsed or refractory CLL with poor prognosis’?°

Improving quality of life of patients with CLL

Therapies that demonstrated significant improvement in health-related quality of life (HRQoL):

Venetoclax and ibrutinib Venetoclax and obinutuzumab with or

without ibrutinib (GAIA/CLL13 trial data)
- First-line therapy??

- Patients with relapsed and refractory CLL"
- Older patients with comorbidities?’

Key message

Future innovations for CLL treatment should strive to balance treatment efficacy with safety, HRQoL, and
long-term disease control
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