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Are my kids going to get this? 



• Familial seen in approximately 5–10% of all 
CLL patients and can be associated with earlier 
age of diagnosis, more female prevalence, and 
increased incidence of other 
lymphoproliferative disorders (LPD), such as 
non-Hodgkin Lymphoma. 6 per 100,000 
persons per year 



WM/LPL #2144 controls 8279 



12/56 patients had a family member affected 



My opinion 

• first degree relatives can have a serum protein 
electrophoresis beginning at age 50 repeated 
every 2 years 



How long will I live? 



• Since I began practice the survival has more than 
doubled 

• Half of patients with symptomatic WM succumb 
to the disorders associated with old age 

• New drugs are being developed at a rapid pace 

– Oprozomib, IMO-8400, Lenalidomide & everolimus 
combinations, carfilzomib, bendamustine, ibrutinib 

• The danger of medians 

– Height across populations & income 



Everolimus 

• Active as a single agent 

• Active with bortezomib 

• Rise in triglycerides 

• Consistent with >5 years of use 



oprozomib 

• Oral proteosome inhibitor 

• Not neurotoxic given 2 days a week 

• Impressive activity as a single agent 

• Nausea and diarrhea managed with a new 
extended release formulation 



What can I do to live longer 

• Life style 

• Activity  

• Nutrition  

• Obesity & Chemotherapy 
– clear standards or dosing guidelines are unable to 

be made for the obese population  

• Frailty 
– may be predictive of decreased cancer-

independent survival  



Obesity and cancer  

• 26% increase in men 10 % increase in women 

• 5 ft 8 in at 164 pounds  

• These numbers apply at weight at 196 about 
35 pounds overweight 

• High levels of insulin like growth factor and 
adipokine as well as changes in male and 
female hormones 



What are the risks of Imaging (X-rays) 

• We are all exposed to radiation daily 0.01 
millisieverts 

• Chest X ray 0.1 mS 

• Mammogram 0.4 

• CT abdomen & Pelvis 10 mS 

• PET CT 25mS 

• Estimated exposure at Fukushima 2011 
average 10 

 

 

 

 

 



Australian study 2013 

• 680000 children that had CT imaging  

• Comparator 10,000,000 children no CT 

• Scanned children 45 cancers/10000 over 10 
yrs 

• Unscanned 39 cancers/10000 over 10 yrs 

• Scanned children had a 24% rise in cancer risk 

• Each additional scan increased risk 16% 



Moral 

• Try to minimize imaging and ask how essential 
it is 



Will my WM transform into something 
worse?  

• Richter's Transformation 

– tumor cells of DLBCL are clonally identical to those 
of WM/LPL. 

– occur in 6% of patients with WM  

– Role of nucleoside analogs 

• MDS 

– Role of chemotherapy and DNA damage 1-3% 



Cumulative incidence of (A) secondary malignancies and (B) high-grade lymphomas. 

Leblond V et al. JCO 2013;31:301-307 

©2013 by American Society of Clinical Oncology 

21% 

4% 

11.1% 
7.7% 



Will I be Disabled? 

• Fortunately the overwhelming majority of 
patients have complications limited to their 
blood counts and problems of the lymph 
nodes liver & spleen  are much less common 

• Neuropathy 

– Not therapy related 

• Renal Complications/amyloidosis 

• Cryoglobulinemia 

 



What are the complications that can 
be seen? 

Classification No. % 

Monoclonal gammopathy 
of undetermined 
significance (MGUS) 

242 56 Ratio MGUS:WM=4:1 

Waldenström's 
macroglobulinemia (WM) 

71 17 

Lymphoma (LY) 28 7 

Chronic lymphocytic 
leukemia (CLL) 

21 5 

Primary amyloidosis (AL) 6 1 

Lymphoproliferative 
disease (LP) 

62 14 

 Total 430 100 

The spectrum of IgM monoclonal 
gammopathy in 430 cases 



MGUS WM LY CLL AL LP Total 

Palpable 
liver (%) 

11 25 32 48 33 29 19 

Palpable 
spleen (%) 

6 20 29 62 17 34 17 

Lymphaden
opathy (%) 

3 17 43 67 0 39 16 

Five percent of all patients had a peripheral neuropathy;  
more than half the cases occurred in patients with MGUS.  



Viscosity in WM 
MGUS WM LY CLL AL LP 

No. of 
patients 

 Tested 40 51 6 3 1 24 

 >4.0 cP 0 15 0 0 0 2‡ 

 >1.8 cP 16 46 3 2 1 18 

Viscosity 
(cP) 

 Median 1.7 2.8 1.8 1.9 2.0 2.0 

 Range 1.0–2.9 1.2–14.8 1.3–2.8 1.8–2.8 2.0 1.2–6.5 



Should I be tested for MYD88 L256P? 

  

  

• MYD88 is not currently part of the diagnostic criteria 
• MYD88- may be less ibrutinib responsive 
• Therapy as yet is not determined by MYD88 status 
• Does not distinguish WM from IgM MGUS 



What are the Triggers for initiating 
therapy? 

Second International Workshop on Waldenström's 
Macroglobulinemia agreed that initiation of therapy was 
appropriate for patients with constitutional symptoms 
such as fever, night sweats, fatigue due to anemia, or 
weight loss. The presence of progressive, symptomatic 
lymphadenopathy or splenomegaly provided additional 
reasons to begin therapy. The presence of anemia with a 
hemoglobin value of 10 g/dL or lower or a platelet 
count lower than 100 × 109/L due to marrow infiltration 
also justified treatment. Certain complications such as 
hyperviscosity syndrome, symptomatic sensorimotor 
peripheral neuropathy, systemic amyloidosis, renal 
insufficiency, or symptomatic cryoglobulinemia may also 
be indications for therapy Mayo Clin Proc. 2010 Sep;85(9):824-33.  



What should I monitor when I see my 
Provider? 

Watch & Wait; Prior Rx 

• Hb 

• Platelets 

• M-Spike 

• IgM 

• ± Free light Chain 

• Monitoring of liver spleen & 
lymph node size 

On Active Rx 

• The key monitoring metric 
should be driven by why 
therapy was initiated and 
corroborated by indirect 
measures of WM including 
IgM & M spike 

Note bone marrow is not part of my routine monitoring schedule 



Is Rituxan alone a good therapy? 
• N=69 strictly defined WM 

• Four doses of rituximab  

• 50% fall in IgM in 19 (28%) 

• 25-50% fall in IgM in 17 (25%) 

• >25% reduction in IgM 36/69=52% 
– Chlorambucil single agent reduction of IgM >50%-39%  

– Fludarabine 48% (second cancers 3.7%) 

• Single agent R produces inferior response rates 
compared with combinations (44% 7 studies 317 
patients vs 73% for combinations 700 patients) 

J Clin Oncol. 2013 Jan 20;31(3):301-7; Brit J Haem in press 2015 
 



Critical Reviews in  
Oncology/Hematology 
Volume 105, September  
2016, Pages 118–126 
 

R alone 

Combinations 

http://www.sciencedirect.com/science/journal/10408428
http://www.sciencedirect.com/science/journal/10408428
http://www.sciencedirect.com/science/journal/10408428
http://www.sciencedirect.com/science/journal/10408428/105/supp/C


How deep a response do I need? 

• Controversial and debates on depth of 
response are ongoing 

• Unclear that adding new therapies to deepen 
response after a plateau has been achieved is 
indicated and its not part of my practice 



Should I get a second opinion? 

In Multiple Myeloma centers that averaged > 10.6 patients / year (Canada) 
Had significantly better outcomes than facilities caring for fewer patients 

JCO V34 : 7suppl abs 284 



What's the deal with maintenance 
Rituximab 

• Observational study R maint associated with 
improved outcomes but more frequent 
infections. No quality of life measure done 

• In a survey performed in the Netherlands WM 
maintenance was recommended by  23% and 
actually used for their last patient in 8.5%- 

• The National Institute for Health and Clinical 
Excellence (NICE) considered it impossible to 
draw firm conclusions regarding the clinical 
effectiveness of the intervention -2013 



Results in FL 
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 Bulky Disease 

 Profound cytopenias –  

        - Hemoglobin ≤10 g/dL 

        - Platelets <100 x109/L 

 Constitutional symptoms 

 Hyperviscosity symptoms 

  Hemoglobin <11 g/dL  

      or symptomatic 

  Platelets <120 x 109/L 

  IgM-related neuropathy 

  WM-associated hemolytic  

     anemia 

 Symptomatic cryoglobulinemia 

 

 

 

     

Single Agent  

Rituximab* 
 

(1 cycle; no maintenance therapy)  
*plasmapheresis if 

hyperviscosity develops with treatment 

 

Observation 

   IgM MGUS (<10% 

lymphoplasmacytic 

infiltration) 

   Asymptomatic/smoldering 

Waldenstrom’s  

   Hemoglobin ≥11 g/dL  

   Platelets ≥120 x 109/L 

Hyperviscosity symptoms 

 Yes             No 

Plasmapheresis 

Consensus for Newly Diagnosed Waldenström Macroglobulinemia  

*Dexamethasone + Rituximab +Cyclophosphamide (DRC)*x 6 cycles is an alternative if the disease burden is low 

v4  Revised March 2015 

 Bendamustine + Rituximab 

                   (BR)* x 4-6 cycles 

 No rituximab maintenance therapy 

 

 

Harvest stem cells if  ≤ 70 years and 

potential autologous stem cell 

transplantation candidate in future 



Repeat Original Therapy 

 Ibrutinib monotherapy* 
 BDR if preexisting PN < Gd 2* 
 DRC* 
 BR* 

   

 
  

Waldenström Macroglobulinemia Consensus for Off-Study Salvage Therapy  

Time to next therapy  

≥ 3 years from 

previous therapy 

Yes No 

DRC = Dexamethasone + Rituximab + Cyclophosphamide; BR = Bendamustine + Rituximab; BDR = Bortezomib 

(weekly), Dexamethasone + Rituximab; PN= peripheral neuropathy 

* If not previously used. 

v4  Revised March 2015 

Autologous stem cell transplant in select patients 

 
  



How about Ibrutinib? 

• 1 prior treatment  

• Intended therapy consisted of 420 mg of oral 
ibrutinib daily for 2 years.  

 

 

 

• a median time to response of 4 weeks. 
Median IgM 3610  to 1340. Hb 10.5 to 12.6 

  

 

Efficacy 

• Response rate: 61.9% (95% CI: 48.8, 73.9) 
• Partial response: 50.8% 
• Very good partial response: 11.1% 
• Median duration of response: not reached 
  (range, 2.8+ - 18.8+ months) 



Ibrutinib 

• MYD 88 status did not impact response 

• CXCR4 WT major response of 77% CXCR4-
WHIM response 30% 

• Mutated WHIM had less benefit in IgM level 
and Hb improvement 

• Neutropenia 19% thrombocytopenia 14% 



Ibrutinib 

• FDA Breakthrough Therapy Designation 

• FDA approved Mantle Cell 11/13 & CLL 2/14 

• Diarrhea & Platelets atrial fibrillation 

• Rash Swelling Joint Pain 

• Bleeding, pneumonia 

• Final approval Jan 29, 2015 

 



Median IgM levels of patients treated with ibrutinibError bars denote 95% CI. 

Meletios A Dimopoulos,  Judith Trotman,  Alessandra Tedeschi,  Jeffrey V Matous,  David Macdonald,  Constantine Tam,  Olivier 

Tournilhac,  Shuo Ma,  Albert Oriol,  Leonard T Heffner,  Chaim Shustik,  Ramón García-Sanz,  Robert F Cornell,  Carlos Fernández 

de Larrea,  Jorge J Castillo,  Miquel Granell,  Marie-Christine Kyrtsonis,  Veronique Leblond,  Argiris Symeonidis,  Efstathios 

Kastritis,  Priyanka Singh,  Jianling Li,  Thorsten Graef,  Elizabeth Bilotti,  Steven Treon,  Christian Buske 

 Ibrutinib for patients with rituximab-refractory Waldenström's macroglobulinaemia 

(iNNOVATE): an open-label substudy of an international, multicentre, phase 3 trial 

null, 2016, Available online 10 December 2016 

http://dx.doi.org/10.1016/S1470-2045(16)30632-5 



Carfilzomib 

• Combined with rituximab and dexamethasone 
in NDWM.  

• The overall response rate was 87%, with 36% 
having at least a very good partial response. 

• At 2 years, 65% were progression free. The 
peripheral neuropathy rate and 
cardiomyopathy rates were both 3%. 
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Health and insulin levels 

• Levels linked to obesity and are driving by intake 
of simple sugars (glucose, sucrose)-partially 
measured by glycemic index 

• FDA provides sugar information on almost all 
products 

• Butter 0 g  An egg 0.4 g 

• Oatmeal Cherrios 1 g 

• Kix 3 g 

• Apple Jacks 12 g 

• Granola 13 g 

 

 



• Twinkie 19g 

• Unsweetened OJ 20g 

• Yogurt 26 g (Strawberry-flavored original 
Yoplait yogurt, 99 percent fat free) 

• Snickers bar, at 30 g of sugar 

• Coke 12 oz 33 g (RDA 36g men less for 
women) 

• Craisins 40 g  

http://www.snickers.com/default.htm
http://www.snickers.com/default.htm
http://www.snickers.com/default.htm


1 sugar cube = 4.0g 


