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Immunoglobulin heavy chain variable (/IGHV) gene mutational status in CLL
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IGHV mutational status outcome in CIT era
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IGHV mutational status impact
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(A) Time to first treatment in CLL patients
with mutated and unmutated IGHV.

Mufioz-Novas C et al, Glob Med Genet 2024
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(B) Overall survival in CLL patients with mutated

and unmutated /IGHV gene.
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Case Report

M.N., 55-year-old @—ECOG PS O
- Comorbidity: hypertension, GERD

Hematological history: Aug 2023

- referred lymph nodes appearance in the neck bilaterally, no disease-
related symtomps

- CT scans: diffused supra- and sub-diaphragmatic lymph nodes up to 13
cm in longest diameter;

- 18F-FDG PET/CT: multiple extranodal sites involvement (SUVmax 3.4 in
abdomen);

- CBC: WBC 8.54 x 103/uL (L 4.94 103/uL), Hb 15.6 g/dL, PLT 160 x
10%/uL;

— Serum Chemistry: LDH 160 U/L, B2M 3.88 mg/L, gamma globulins 0.7
g/dL, HBV/HCV/HIV negative;

- Flow cytometry: CD5+/CD19+/CD23+/CD20+/CD200+ (MBL, CLL-like);

- Molecular biology: absence of del(17p), del(11q), del(13q), and +12,
TP53-wt; IGHV unmutated (IGHV 3-11*01, IGHD 3-10*01, IGHJ 4*02).
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Case Report

M.N., 55-year-old F—ECOG PS O

CLL/SLL-B Binet stage B — Rai Il with active disease , CLL-IPI 5 (HR)

Abbildung 1: Erstlinientherapie der CLL
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PFS by IGHV Mutation Status in target therapy era:
continuous vs fixed duration (1) ELEVATE — TN

(B) 100+ ;
g . i
— = i T e+
RESONATE-2 L e
g ! 87% Tt
? 60 | | 86%
[ |
i I
100 4 L
£ 10 |
90 4 2 i o
%! 8 ] —As0 | ACALA 4 year PFS: 85%
E ) 7 |
Y H A
E 70 4 Ibrutinib, unmutated IGHV lorutinib, mutated IGHV & __ A-based combined i
5 oo 04 : : : . : : : 1 : : : : : .
ﬁ 50 4 0 6 12 18 24 30 36 42 48 54 60 66 72 8 84
< b Months
g 40/ W W 8w Number a isk
g HR (B5% GO 012 IS0} Q174 (OE-0347) A+0 112 108 104 102 9 % 97 2 8 85 2 16 0 0 0
£ 30 A 176 165 163 160 157 151 145 141 137 127 8 54 17 0 0
Acbased combined 288 273 27 202 256 2%9 %4 28 26 212 127 70 17 0 0
20 4
10 4
0 T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 SEQUOIA
Months
100
Patients at risk z
lorutinib, mutated IGHV: 40 37 34 34 32 30 30 29 27 26 25 22 19 19 16 6 1 Z 909
Ibrutinib, unmutated IGHV: 58 57 56 53 49 48 46 43 42 41 36 35 32 30 27 10 O -§ 80 -
Chlorambucil, mutated IGHV: 42 32 25 21 18 15 14 12 11 8 8 65 4 4 3 0 O o 704
Chlorambucil, unmutated IGHV: 60 33 23 19 11 8 6 65 3 83 2 1 1 1 1 1 0 H ©
(II; 504 M BR, unmutated IGHV
o W Zanubrutinib, unmutated IGHV
IBR 7 year PFS: 56% Ig 404 Hazard ratio: 0-24 (95% CI, 0-13-0-43)
§ 301 m BR mutated IGHV
g 20
§, o Hazard ratio: 0-67 (95% Cl, 0-36-1-22) ZANU 3 year PFS: 87%
& + Censored
0 T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 3% 3 4
Months
No. of patients at risk (number censored)
BR-Unmutated 121 (0) 110(10) 106(I1) 100(I13) 90(18) 82(20) 73(20) 65(25) 39 (44) 25(57) 6(70) 1 (75) 0(76)
Zanubrutinib - Unmutated 125 (0) 121 (2) 17 (2) 114 (5) 113 (5) 112 (5) 109 (7) 104(10) 68 (45) 44 (68) 14 (96) 6 (104) 2 (10 1(109) 0(l0)
Barr PM et al, Blood Adv 2022; Ghia P et al, Hemasphere 2022; Tam CS et al, Lancet Oncol 2022 BR Mumed 100 I0) BO) S0 () B (D WG9 06 Ve g | {

REVOLUTIONARY ROAD IN CLL Catania, 28 maggio 2024

Innovazione rivoluzionaria nella terapia della leucemia linfatica cronica Palace Catania UNA Esperienze



PFS by IGHV Mutation Status in target therapy era:
continuous vs fixed duration (2)
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Median follow-up: 50.7 months (Median time on study: 56 months)
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Case Report

M.N., 55-year-old F—ECOG PS O
CLL-B Binet stage B — Rai Il with active disease , CLL-IPI 3 (Int), HR TLS

Nov 2023 start 1L treatment: Obinutuzumab + Venetoclax

After C1:
—-No AE reported (including IRR and TLS)
-No hematological/extra-hematological toxicity
-Disappearance of lymph nodes at the neck

Debulky lymphocytosis
-C1D1:L4.9x103/uL
-C1D2:L0.4x103/uL
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Possible next therapeutic scenarios (1)

Figure 2: Therapy of CLL in case of relapse and Refractory
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Possible next therapeutic scenarios (2)

CLL13: TTNT at the 4-year analysis

Time to next treatment
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And after
olive harvest ...

.. drug holiday
.. with VEN

REVOLUTIONARY ROAD IN CLL Catania, 28 maggio 2024

Palace Catania UNA Esperienze

Innovazione rivoluzionaria nella terapia della leucemia linfatica cronica




