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62M with irrelevant past medical history presents with 

asymptomatic increase in serum creatinine to 1.9 mg/dl from a 

baseline of 0.8 mg/dl.

24-hour urine protein quantification showed albuminuria of 

800 mg.

SPEP/SIFE showed an IgM-lambda monoclonal paraprotein.

A case
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IgM MGUS, NOS
Serum IgM paraprotein

No LPL clusters

No monotypic PCs

MYD88 L265P (60-70%)

IgM MGUS, PC
Serum IgM paraprotein

No LPL clusters

<10% monotypic PCs

MYD88 L265P (0%)

Waldenström

macroglobulinemia
Serum IgM paraprotein

LPL involvement

MYD88 L265P (90%)

IgM-related

AL amyloidosis
Congo red stain

Mass spectrometry

Lambda>kappa restriction
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Light-chain cast nephropathy (60-70%)

Amyloidosis

Cryoglobulinemia

Hypercalcemia

Hyperviscosity

Infiltrative interstitial nephropathy

Plasma cell infiltration

Myeloma Complications: Renal disease
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Per NCCN guidelines:

• Provide hydration to dilute tubular light chains; goal urine output is 

100-150 cc/h

• Consider renal biopsy in patients with significant proteinuria

• Treat with pulse dexamethasone and regimens containing 

bortezomib or daratumumab

Management of Renal Disease in MM
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Vos et al. Br J Haematol 2016
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Higgins et al. Clin J Am Soc Nephrol 2018
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Danesin et al. Br J Haematol 2026
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Case continuation

Bone marrow biopsy:

• Polytypic B cells (10%), polytypic plasma 
cells (5%)

• MYD88 L265P detected by PCR

Kidney biopsy:

• MONOCLONAL IMMUNOGLOBULIN 
DEPOSITION DISEASE, WITH 
IgM/LAMBDA SPECIFICITY

Diagnosis: IgM MGRS, NOS
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Management of IgM MGRS

TREATMENT RESPONSE ASSESSMENT
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Manifestations of  Waldenström Macroglobulinemia

Adapted from Derman et al. ASCO Ed Book 2022
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Rituximab combination regimens
Regimen n ORR Major PFS (mo)

Cyclophosphamide-dex-R 72 83% 76% Median: 35

Bortezomib-dex-R 59 85% 68% Median: 42

Carfilzomib-dex-R 31 87% 68% Median: 46

Ixazomib-dex-R 26 96% 77% Median: 40

Bortezomib-
Cyclophosphamide-dex-R 102 95% 85% 24-month: 

81%
Dimopoulos et al. Blood 2014; Dimopoulos et al. Blood 2013; Treon et al. Blood 2014;

Castillo et al. Blood Adv 2022; Buske et al. J Clin Oncol 2023
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Regimen N ORR Major PFS

Ibrutinib (RR) 63 91% 73% 54% at 5 years

Ibrutinib (R-refractory) 31 90% 71% Median 39 months

Ibrutinib (TN) 30 100% 87% 76% at 4 years

Ibrutinib-R (INNOVATE) 75 92% 76% 68% at 4.5 years

Zanubrutinib (ASPEN) 101 94% 77% 78% at 42 months

BTK inhibitors

Treon et al. J Clin Oncol 2021; Trotman et al. Clin Cancer Res 2021; Castillo et al. Leukemia 2022;

Buske et al. J Clin Oncol 2022; Dimopoulos et al. J Clin Oncol 2023
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Castillo et al. Blood Adv 2025

Venetoclax re-treatment

Castillo et al. JCO 2022

Median PFS

36 months
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Palomba et al. Lancet Haematol 2026
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Between July 2018 and May 2019, 13 
patients with previously treated WM 
were enrolled in the study.

At best response, ORR was 23%, and 
major response rate 15%.

Given the suboptimal response to 
daratumumab, the study was 
terminated because of futility.

Castillo et al. Blood Adv 2020
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There are multiple types of amyloidosis

Merlini et al. Nat Rev Dis Primers 2018
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Amyloid typing (mass spectrometry)

Merlini et al. Nat Rev Dis Primers 2018
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Organ involvement in AL amyloidosis

Merlini et al. Nat Rev Dis Primers 2018; Sidana et al. Leukemia 2020

IgM AL amyloidosis

AL amyloidosis
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Pika et al. Blood 2018
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Bou Zerdan et al. Adv Hematol 2022
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Gustine et al. Haematologica 2023

2 patients were treated with ibrutinib without an FLC response
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Singh et al. Haematologica 2018
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Early diagnosis

• Annual 24-h urine protein quant, 

NT-proBNP, ALKP

Diagnosis

• Typing is necessary

• Mass spectrometry preferred

Treatment

• Induce rapid VGPR/CR; ASCT as 

consolidation; BTKi less preferred

Response

• Use criteria for AL amyloidosis

• Lymph node involvement should not 

be considered

Merlini et al. Semin Hematol 2023
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Case conclusion

The patient received 4 cycles of BDR followed by 8 doses of

maintenance rituximab
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IgM MGUS or Waldenström 

macroglobulinemia

with suspected renal 

involvement

CIT (BDR, CDR, B-CDR)

BTKi (Zanubrutinib)

Strongly consider kidney biopsy

MIDD, LPL infiltration, 

LCCN, cryoglobulinemia

AL/ALH amyloidosis

CIT (BDR, CDR, B-CDR)

BTKi less preferred

ASCT as consolidation
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