Table 1. Criteria for Adequate Blood Chemistries, Measurable Disease, and Progression to Multiple Myeloma

[image: ]ULN: upper limit of normal; LLN: lower limit of normal; FLC: free light chain; CT: computed tomography; PET: positron emission tomography.




Table 2. Patient and Disease Characteristics at Study Entry by Treatment Arm [image: ]



















FLC: free light chain; g/dL: grams per deciliter; RT: radiation therapy; del: deletion; t: translocation; BMPC: bone marrow plasma cells; cGy: centigray 



Table 3. Adverse Events: Maximum grade per patient regardless of attribution

  [image: ]IXA: Ixazomib; LEN: Lenalidomide; DEX: Dexamethasone; ZA: zolendronic acid; n: number; INR: International normalized ratio










FLC: free light chain; g/dL: grams per deciliter; RT: radiation therapy; del: deletion; t: translocation; BMPC: bone marrow plasma cells; cGy: centigray. 
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Category

Criteria

Adequate blood chemistry

Measurable disease (21 required)

Progression to multiple myeloma

CRAB features

Myeloma-defining biomarkers

Absolute neutrophil count 2 1,500/mm?
Platelet count = 75,000/mm?
Hemoglobin 2 10 g/dL
Serum creatinine < 2.0 mg/dL
Serum calcium < 11.5 mg/dL.
Creatinine clearance = 50 mL/min
AST <2.5 x ULN
Total bilirubin <1.5 x ULN
Serum M protein > 0.5 g/dL
Urine M protein > 200 mg/24 h
Free light chain > 10 mg/dL with abnormal ratio
250 plasma cells (flow cytometry, sensitivity 1074)

Clonal bone marrow plasma cells >10% OR biopsy-proven
plasmacytoma AND 21 CRAB feature

Hypercalcemia: serum calcium >1 mg/dL above ULN or >11 mg/dL
Renal insufficiency: CrCl <40 mL/min or creatinine >2 mg/dL
Anemia: hemoglobin >20 g/L below LLN or <10 g/dL.

Bone lesions: 21 osteolytic lesion
Clonal bone marrow plasma cells 260%
Involved:uninvolved sFLC ratio >100 (involved 2100 mg/dL)

>1 focal lesion on MRI 25 mm
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Patient and Disease Characteristics DAL EN.DEXCZE 2
n=5) n=6)
Age at study entry (years)
4059 2(40.0%) 2(33.3%)
60-80 3(60.0%) 4(86.7%)
Male 4(80.0%) 5(83.3%)
Race
White 5(100.0%) 5(83.3%)
Afro-American [ 1(16.7%)
Hispanic/Latino 0 0
Sites of Plasmacytoma
Acetabulum 0 1(16.7%)
liac Crest 1(20.0%) 0
Ischial Tuberosity 0 1(16.7%)
Rib 1(20.0%) 0
Sacrum 0 1(16.7%)
Scapula 0 1(16.7%)
Sternum 1(20.0%) 1(16.7%)
Thoracic Spine 2(40.0%) 1(16.7%)
Pre-RT Kappa:Lambda FLC ratio
<0.26 0 o
0.26-1.65 1(20.0%) 3(50.0%)
>1.65 4(80.0%) 3(50.0%)
Pre-RT Serum m-protein (g/dL)
<1.0 4(80.0%) 3(50.0%)
10-19 1(20.0%) 1(16.7%)
20-29 0 1(16.7%)
Not reported 0 1(16.7%)
Radiation Total Dose (cGy/fractions)
4400/22 1(20.0%) o
4500125 4(80.0%) 3(50.0%)
4600/23 0 1(16.7%)
5000/25 0 1(16.7%)
5040/28 0 1(16.7%)
Post-RT % abnormal BMPCs
<5% 3(60.0%) 4(66.7%)
5-9% 2(40.0%) 2(33.3%)
Post-RT cytogenetic results
Not done 2(40.0%) 0
No abnormality reported 3(60.0%) 3(50.0%)
Translocation (11:14) 0 1(16.7%)
del13q 0 1(16.7%)
Hyper diploidy 0 1(16.7%)
Post-RT minimal residual disease
Positive 3(60.0%) 0
Negative 1(20.0%) 0
Not performed 1(20.0%) 6 (100.0%)
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IXA-LEN-DEX-ZA ZA
Adverse Event (n=%) (=6)

Grade 2 Grade 3 Grade 2 Grade 3

Lymphopenia 2 (40.0%) 1(20.0%) 2(33.0%) 0

Neutropenia 2 (40.0%) 0 0 0
White blood cell counts decreased 2 (40.0%) 0 0 1(16.7%)

Low Serum Phosphate 0 2 (40.0%) 0 0
INR 0 0 0 1(16.7%)

Constipation 1(20.0%) 0 0 0

Eye Disorder 0 1(20.0%) 0 0

Fatigue 1(20.0%) 0 1(16.7%) 0

Flu-like Symptoms 0 0 1(16.7%) 0

Insomnia 1(20.0%) 0 0 0

Pain 1(20.0%) 0 0 0





