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Immunoglobulin heavy chain variable (IGHV) gene mutational status in CLL 

Mollstedt J et al, Front Oncol 2023; Rosenquist R et al, Leuk Lymph 2013 Damle RN et al, Blood 1999



IGHV mutational status outcome in CIT era

Curovic Rotbain E et al, Haematologica 2020

Danish Register: 850 pts



IGHV mutational status impact

(A) Time to first treatment in CLL patients
with mutated and unmutated IGHV.

(B) Overall survival in CLL patients with mutated
and unmutated IGHV gene.

Muñoz-Novas C et al, Glob Med Genet 2024



Case Report
M.N., 55-year-old♂– ECOG PS 0

− 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/μL (L 4.94 103/μL), Hb 15.6 g/dL, PLT 160 x
103/μL;

− Serum Chemistry: LDH 160 U/L, β2M 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).



Case Report
M.N., 55-year-old♂– ECOG PS 0

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

https://www.filo-leucemie.org/upload/files/texte%20algorithmes%20mars%202023%20def.pdf
https://www.onkopedia.com/de/onkopedia/guidelines/chronische-lymphatische-leukaemie-cll/@@guideline/html/index.htmlEichhorst B et al, Ann Oncol 2021



PFS by IGHV Mutation Status in target therapy era:
continuous vs fixed duration (1)

RESONATE-2

ELEVATE – TN

Barr PM et al, Blood Adv 2022; Ghia P et al, Hemasphere 2022; Tam CS et al, Lancet Oncol 2022

SEQUOIA

IBR 7 year PFS: 56%

ACALA 4 year PFS: 85%

ZANU 3 year PFS: 87%



PFS by IGHV Mutation Status in target therapy era:
continuous vs fixed duration (2)

Fürstenau M et al, ASH 2023 Abstract 635 (Oral); Allan JN et al, Clin Cancer Res 2023. 

CLL-13 CAPTIVATE

VenO 3 year PFS: 82.9%

I+V 56m PFS: 68%
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M.N., 55-year-old♂– ECOG PS 0

CLL-B Binet stage B – Rai II with active disease , CLL-IPI 3 (Int), HR TLS 

After 6 months → no AEs to date, revaluation CT show a CR 

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
− C1 D1: L 4.9 x 103/μL
− C1 D2: L 0.4 x 103/μL

Al-Sawaf O et al, EHA 2023 Abs S145



Possible next therapeutic scenarios (1) 

https://www.onkopedia.com/de/onkopedia/guidelines/chronische-lymphatische-leukaemie-cll/@@guideline/html/index.html

Hayama M et al, Onco Targets Ther 2024



Possible next therapeutic scenarios (2) 

Fürstenau M et al, ASH 2023 Abstract 635 (Oral) 

CLL13: TTNT at the 4-year analysis

BTKi post-VEN: ORR 86.2%




