Insights Unleashed

Recall the CLL basics before diving into CLL breakthroughs at EHA
with memo inHaematology’s exclusive interviews and reports

Epidemiology'? Genetic markers and their frequency in CLL'3*
Age-adjusted incidence . : )
ti k F A t th
4.4 per 100,000 men and women per year Genetic marker requency ssociated wi
Median age at diagnosis altered TP53 ~80% with del(17p) aggressive disease
69 years unmutated IGHV ~40% aggressive disease
S-year relative survival Del(13q) ~55% favorable prognosis
Del(17p) ~5%-8% aggressive disease
Del(11q) ~25% progressive disase
65.1% 87.7%

1975 2013-2019 Trisomy 12 ~10%-20% intermediate risk
CLL-International 5-year survival in CLL-IPI risk categories'®
prOQHOStIC |ndex LOW INTERMEDIATE HIGH VERY HIGH
(CLL-IPI)°

C
* TP53 status (no abnormalities vs. del17p, TP53
mutations, or both) 93.2% 79.3% 63.3% 23.3%
* |GHV mutational status (mutated vs. unmutated)
* Serum B,-microglobulin concentration (<3.5 mg/L vs.
>3.5 mg/L)
« Clinical stage (Binet A or Rai 0 vs. Binet B-C or Rai Watch and wait Watch anld wait,l Treatmelnt ilndicateld, If treatment is indicated,
V) except if disease is except if disease is do not use chemotherapy
symptomatic asymptomatic but rather targeted agents
* Age (< 65 years vs. > 65 years) or include patients in
clinical trials

Treatment choice is guided by multiple factors including genetic profile, age, comorbidities, comedi-
cations, patient’s preference and potential side effects. The figure shows drugsthat are currently available
topatients with/withoutdel(17p)/TP53mutationin 1L, 2L, 3Landtherelapsed/refractory settingaccording
to the NCCN treatment considerations.®
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anti-CD52 antibody
Glucocorticoides Alemtuzumab
High-dose BCL2 inhibitor
methylprednisolone Venetoclax classical DNA damaging drugs
Cyclophosphamide, Chlorambucil, Fludarabine, Bendamustine
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New investigational agents for CLL in currently
recruiting phase 2 and phase 3 trials, as mono-
therapy or in combination with other drugs, are
alphabetically listed below:”

« anti-BlyS antibody: Belimumab
» anti-CD52 antibody: ALLO-647
» ATRi+PARPi: Camonsertib + Olaparib

» BCL2i: Lisaftoclax, Sonrotoclax,
TQB3909

» BTK degrader: BGB-16673
* CAR T-cell therapies

» cBTKi: Orelabrutinib, DTRM-12
(+everolimus+pomalidomide)

» CD3xCD20 bispecific antibodies:
Epcoritamab, GB261

* c-MYCi: IDP-121

* MDMi: Navtemadlin

» ncBTKi: Nemtabrutinib

« PI3Ki: BGB-10188, ZX-101A
» PKCi: MS-553
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