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Manifestations of  WM disease  

≤20% at diagnosis; 
50-60% at relapse. 

↓Hb>>> ↓PLT> ↓WBC  

Hyperviscosity Syndrome: 
Epistaxis, Headaches 
Impaired vision 
 >6,000 mg/dL or >4.0 CP  

                                                                  Treon S., Hematol Oncol. 2013; 31:76-80. 

Cold Agglutinemia (5%) 
Cryoglobulinemia (10%) 
 IgM Neuropathy (22%) 
Amyloidosis (10-15%)    Hepcidin  

↓Fe Anemia 

Bone Marrow 

Bing Neel 
Syndrome 







  Hyperviscosity Related Retinal Changes 
in WM  

l Retinal vein dilatation seen IgM >3,000 
mg/dL 

l Retrograde flow and hemorrhages 
>6,000 mg/dL 

Stone, Clin Lymphoma 2005; Menke et al, Arch Opthal 2006 



	
	
	







R + Bendamustine      71     100%    80%    75%       7%       NR     Tedeschi A 2015 
        

R + Fludarabine         43      63%     95%     86%     4%      35 mo    Treon SP 2008 

R + Flu + Cy  (FCR)    43      65%    79%     74%     11%     50 mo    Tedeschi A 2012 

R + Bendamustine          22       100%       95%      ND         ND       69 mo       Rummel MJ 2012 

R + Bortezomib               26       100%      89%        65%       4%         NR         Ghobrial IM 2010 

R + Bor + Dex (BDR)       23       100%     96%        83%       13%       NR         Treon SP 2009 

R + Bor + Dex                   59       100%     85%       68%       3%        42 PFS    Dimopoulos 2013 

Leblond V.  VIII  IWWM Blood 2016 





 
OR  32%, RM 32% 
 
OS   5y  85% 
 







R-Bendaustina 70-90 mg  
ogni 4 settimane  per 4-6 cicli 
  
paz  FIT 
 

Plasmaferesi	se	IgM	>	5000	
																							+	
Rituximab		375	mg/mq		
4	dosi	se9manali		oppure			
1-4	e	12-16	
	

TRATTAMENTO  DI PRIMA LINEA 
 

R-CD :  R 375mg/mq +  Ciclofosfamide 100mg/mq x2 
dì per 5 giorni + Dex  20 mg  
ogni 21 giorni    paz  FRAIL   o  low  tumor burden 



TRATTAMENTO  DI  II  LINEA 
 







PDTA regionali 2017 



Long-term follow-up of previously treated patients 
who received ibrutinib for symptomatic WM:  

Update of pivotal clinical trial 

Treon et al., ASH 2017 (abstract 2766, poster presentation) 

Characteristic Patients (N=63) 

Age, years 63 (44-86) 

Male sex 48 (76%) 

IPSSWM score 

    Low 14 (22%) 

    Intermediate 27 (43%) 

    High 22 (35%) 

Serum IgM level, mg/dl 3,520 (724-8,390) 

Hemoglobin level, g/dl 10.5 (8.2-13.8) 

Serum β2-microglobulin, mg/l 3.9 (1.3-14.2) 

Adenopathy ≥1.5 cm 37 (59%) 

Splenomegaly ≥15 cm  7 (11%) 

Bone marrow involvement, % 60 (3-95) 

Prior Therapies 2 (1-9) 

Refractory to Last Therapy 25 (40%) 

MYD88 Mutation (n=63) 58 (92%) 

CXCR4 Mutation (n=62) 21 (34%) 



Long-term follow-up of previously treated patients who 
received ibrutinib for symptomatic WM:  

Update of pivotal clinical trial 

Treon et al., ASH 2017 (abstract 2766, poster presentation) 

All	pa&ents	
(n=63)	

MYD88MUT	

CXCR4WT	(n=36)	
MYD88MUT	CXCR4MUT	

(n=21)	

MYD88WT	

CXCR4WT	

(n=5)	

P-Value	
	

Overall	Responses	(%) 90.4 100 85.7 60 0.0038 

Major	Responses	(%) 77.7 97.2 66.6 0 <0.001 
VGPR	(%) 27 41.6 9.5 0 0.0114 

Median	Time	to	Minor	
Response	or	beQer	

(months) 
1.0		

(range	1.0-22.5) 
1.0			

(range	1.0-15) 
1.0		

(range	1.0-22.5) 

	
1.0		

(range	1.0-18)	
0.1	
 

Median	Time	to	Major	
Response	(months) 

2.0		
(range	1.0-49) 

2.0	
	(range	1.0-49) 

6.0		
(range	1.0-40)	

N/a	
 

0.05	
 

The impact of MYD88 and CXCR4 mutation status on responses and time to at least  
minor (overall) and PR or better (major) responses 

Median time on ibrutinib 46 months (0.5 – 60) 



Long-term follow-up of previously treated patients who 
received ibrutinib for symptomatic WM: PFS 

Treon et al., ASH 2017 (abstract 2766, poster presentation) 

•  The long-term follow-up of this pivotal study confirm that ibrutinib is 
highly active in symptomatic patients with relapsed and refractory WM, 
and produces durable responses. 



Ibrutinib is highly active as first line therapy in 
symptomatic WM 

Treon et al., ASH 2017 (abstract 
2767, poster presentation) 

•  Ibrutinib at a daily dose of 420 mg was administered orally until disease progression 
or unacceptable toxicity. 

•  Dose reduction was permitted 

Baseline clinical characteristics 



Ibrutinib is highly active as first line therapy in 
symptomatic WM 

Treon et al., ASH 2017  
(abstract 2767, poster presentation) 

 Response rates and kinetics to ibrutinib 
therapy 

Median time on ibrutinib 8.1 months 
(2 – 16.4)  



Ibrutinib is highly active as first line therapy in 
symptomatic WM 

Treon et al., ASH 2017 (abstract 2767, poster presentation) 

Kaplan-Meier curve for PFS 


