
Paziente con WM ad alto rischio
Vanessa Innao

U.O.C. Ematologia – A.R.N.A.S. Garibaldi Catania



P.A.,♂ 72 anni – ECOG PS 2

Gennaio 2018:
• Clinica:

⎯ astenia, intolleranza allo sforzo con dispnea ingravescente;
⎯ sudorazioni notturne, calo ponderale (8 kg in 3 mesi);

Aprile 2018:
• Lab tests:

⎯ Hb 7.4 g/dl, MCV 73 fL, WBC 10.360/mmc (L 7.250/mmc), PLT 93.000/mmc;
⎯ QSP: P.T. 11 g/dl con CM 5 g/dl in β2, Alb 3.1 g/dl;
⎯ IFE sieriche positive per IgM kappa (IgM 4.380 mg/dl), uIFE kappa+;
⎯ β2M 4.6 mg/l, LDH 455 U/L, VES 54/110 mm/h, Ferritina 4 ng/ml, Sat-TRF 8%,

Coombs negativi.
• Imaging:

− Splenomegalia (DL 190 mm)
• CIRS: 12 (IA, BPCO con enfisema in forte fumatore, pregresso k vescica, HBV+).



Diagnostica su PB:

PB: CD19+, CD5+, FMC7+, CD79b+, CD22±, CD23±, sIgκ+ 



Diagnostica su BM (maggio 2018):

Diagnosi: Linfoma Linfoplasmocitico/Macroglobulinemia di Waldenstom IgM-κ
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WM: Stadiazione

1Morel P, et al. Blood, 2009 
2Kastritis E, et al. Leukemia, 2019

2018: IPSS-WM 4 → HR (mOS 43.5 mo)1
2022: rIPSS-WM 3 → HR (5y OS 47%)2

rIPSS-WM2IPSS-WM1



Symptomatic WM treatment

Kastritis E, et al. Ann Oncol, 2018
*Paziente considerato con LTB per concomitanti anemia sideropenica ed epatopatia HBV-correlata



First line (May 2018) → DRC (every 21 days for 6 courses)1

− Dexamethasone 20 mg i.v. (day 1)
− Rituximab 375 mg/m2 i.v. (day 1) 
− oral Cyclophosphamide 100 mg/m2 bid on days 1 to 5 (total dose 1 g/m2)

1Dimopoulos MA E, et al. JCO, 2007

Response (Dec 2018) → SD (with partial recovery CBC)
IgM 4.160 mg/dl, spleen LD 185 mm, Hb 9 g/dl, WBC 6.200/mmc (L 4.220/mmc), 

β2M 5.8 mg/l, LDH 198 U/L  

AE: anaphylaxis to rituximab (withdrawn after 2nd course), hyperviscosity syndrome
(IgM flare), febrile neutropenia with lobular pneumonia that required hospitalization.



Symptomatic refractory WM treatment

Kastritis E, et al. Ann Oncol, 2018



2nd line (Dec 2018) → Ibrutinib 420 mg/day1,2 until PD or 
intol

1Treon SP, et al. NEJM, 2015
2Dimopoulos MA E, et al. NEJM, 2018

Response after 20 months (Jul 2020) → PD
IgM 5.290 mg/dl, Hb 9.4 g/dl, WBC 10.450/mmc (L 8.100/mmc), PLT 50.000/mmc, 

β2M 7.6 mg/l, LDH 198 U/L; hyperviscosity syndrome, spleen LD 210 mm, PET/TC NR 

AE: neutropenia G2, IgM flare, diarrhea, arthralgia, petechiae

Restaging with Histological revaluation



Rivalutazione istologica BM (agosto 2020):

Diagnosi: Linfoma Linfoplasmocitico/Macroglobulinemia di Waldenstom IgM-κ1
IPSS-WM 4, rIPSS-WM 3 – HR2, TP53 mutato
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1Gertz MA, et al. Am J Hematol, 2021
2Kastritis E, et al. Leukemia, 2019
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Prognostic impact of TP53 mutations in WM (1)

1Nguyen-Khac F, et al. Hematol, 2013
2Poulain S, et al. Clin Cancer Res, 2017
3Krzisch D, et al. Am J Hematol, 2021

• Incidence: 2 – 8%1,2

• > both CXCR4 and MYD88 mutated3
• < MYD88-mutated alone
• Ibrutinib response
• Worsened prognosis2



Prognostic impact of TP53 mutations in WM (2)

Gustine JN, et al. Haematol, 2022



Agosto 2020: WM IPSS-WM 4, rIPSS-WM 3 – HR, TP53 mut

1Tedeschi A, et al. Leuk Lymph, 2015
2Dimopoulos MA, 2010. Chen C, 2009

• IgM 5.290 mg/dl, β2M 7.6 mg/l, LDH 198 U/L;
• Hb 9.4 g/dl, WBC 10.450/mmc (L 8.100/mmc), PLT 50.000/mmc;
• hyperviscosity syndrome, spleen LD 210 mm, D6 and L4 deformation, PET/TC NR

• 3rd line (Sep 2020 – Feb 2021) → Bendamustina-R (90 mg/m2) ogni 28 giorni per 6 cicli1;
• 4th line (Feb 2021 – Oct 2021) → Bortezomib – Rituximab – Dexamethasone (weekly Bort, 28d)2;

Response (Dec 2021) → PD 
IgM 7.456 mg/dl, spleen LD 230 mm, Hb 10.4 g/dl, WBC 3.600/mmc (L 500/mmc), 

PLT 125.000/mmc, β2M 6.6 mg/l, LDH 450 U/L (v.n. <243)  



Dicembre 2021 (75 yrs): WM IPSS-WM 4, rIPSS-WM 4 – very HR

• IgM 7.456 mg/dl, β2M 6.6 mg/l, LDH 450 U/L;
• Hb 10.4 g/dl, WBC 3.600/mmc (L 500/mmc), PLT 125.000/mmc;
• hyperviscosity syndrome, spleen LD 230 mm

5th line?

Clinical 
trial

Zanubrutinib

Venetoclax



Dicembre 2021 (75 yrs): WM IPSS-WM 4, rIPSS-WM 4 – very HR
5th line?

Castillo JJ, et al. J Clin Oncol, 2022



Mar 2022 (75 yrs): WM IPSS-WM 4, rIPSS-WM 4 – very HR

Start Venetoclax compassionevole
1. First week: 200 mg/day 
2. Second week: 400 mg/day
3. From Third week: 800 md/day for 2 years

After 28 days: 
• Hb 10.6 g/dl, WBC 6.120/mmc (N 4.320/mmc), PLT 320.000/mmc; 
• IgM 2.650/mmc, β2M 5.4 mg/l, LDH 375 U/L;
• Urea 39 mg/dl, Creat 0.93 mg/dl, Uricemia 2.6 mg/dl;
• SARS-CoV2 positive → death after 20 days hospitalization in ICU. 



Final considerations:

• CXCR4 assessment in all patients at onset

• WM as CLL? → del(17p), trisomy 12, del(11q), TP53 abn, ...

• DRC or Benda-R as first line?

• BTKi upfront in all HR patients?

• Proteasome inhibitors in combination with Rituximab?

• 2nd generation BTKi after prior exposure to 1st generation BTKi?

• Mutational study in BTKi refractory patients?



Grazie per l’attenzione


