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Waldenstrom macroglobulinemia



Light-chain Amyloidosis (AL)
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Systemic AL: Staging 

JCO 2012;30:989-995
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Laser Microdissection 
and Mass Spec





55 year-old man with proteinuria
• 2011: Edema, fatigue, proteinuria, anemia
• 24-hour total urine protein 12,565mg, serum albumin 1.7g/dl, eGFR 111 

• Renal biopsy in 11/2011: AL amyloidosis, lambda-type 
• Marrow biopsy in 12/2011 showed lymphoplasmacytic lymphoma
• IgM 1565mg/dl, FLC lambda 44.4mg/L with kappa < 3.3

• Rituximab, cyclophosphamide, dexamethasone every 3 weeks x 8 cycles
• Lambda free light chains normalized after cycle 4 and IgM was reduced by 50%
• Plasma exchange to increase serum albumin to 3.0g/dL

• Stem cell mobilization with cyclophosphamide, rituxan and G-CSF
• BEAM autologous SCT (day 0 8/29/12)
• Post-SCT he completed 20/24 months of rituximab maintenance every 3 months. Diarrhea.  

• He has achieved and maintained a hematologic complete response
• He has also achieved a renal response. eGFR > 90, protein:creatinine ratio < 100 



Blood 2009;114:3147 





99 patients with WM

• Male/female ratio was 1.5 
• Median age at diagnosis was 63 years (range, 37–90)
• Forty-one percent required therapy 
• Median serum B2M was 2.3 mg/L, median hemoglobin 10 gm/dL, 

median serum viscosity 1.9 cp, and median platelet count 240 ×109/L
• Mean sFLC was 131.2 mg/L (95% CI 72–189) 
• sFLC correlated with the serum IgM level (r=0.27; p=0.008). 

Blood (2006) 108 (11): 2420.



49 patients with WM+AL

20% had WM+AL at diagnosis

80% had AL diagnosed a median 
of 3 months after WM (0-201)

24% had AL diagnosed > 5 years 
after WM

Haematologica 2023;108:1680





At Diagnosis
• Cardiac symptoms

• NT-proBNP, hs Troponin T
• Echo, EKG

• Proteinuria or unexplained worsening of renal function
• Unexplained enlargement of the liver
• Dizziness on standing & orthostatic vital signs
• Unexplained peripheral neuropathy
• Free light chains
• Fat pad aspirate, bone marrow biopsy, stained with Congo red



In Follow Up – Every 6 to 12 months
• Symptom changes
• Changes in functional status
• Weight loss
• Not just the IgM - Free light chains & trend them
• Fat pad aspirate, bone marrow biopsy, stained with Congo red
• Involved organ biopsy
• Previous bowel biopsies 



Am J Hematol 2021;96:E20; DOI: (10.1002/ajh.26025) 

OS with iFLC Response < 10mg/L

SCT
Bortezomib

Daratumumab

 Goals remain:
Preserve organ 
function
Maintain QOL
Achieve MRD
Long-term survival



Many Known Unknowns
• Pathology
• Gene Expression Profiles
• Light-chain Tropism
• Reversal of Proteinuria
• Irreversible Renal Damage
• Dual Organ Connections

• Heart & Kidney
• Liver & Kidney

• Post-renal transplant                                                                                          
hematologic maintenance

Clin J Am Soc Nephrol 2013;8: 1515
Br J Haematol 1999;106:744
Blood  2021;138 (S 1): 2715
Kidney Int Rep DOI:10.1016/j.ekir.2024.07.002



Advances in Therapy and Better Outcomes
Survivorship comes at a price

• SCT
• MEL 200
• MEL 140 for ESRD Patients on HD
• SCT post-solid organ transplant

• Bortezomib
• VCD (CyBorD)

• Burden of Survivorship: MRD 
and PET/CT every 1 to 2 years

• Immunotherapies being studied
• BITEs

• Teclistamab
• Elranatamab
• Talquetamab

• CAR-T cells
• Nexcella
• Cilta-cel
• Ide-cel
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