
SUPPLEMENTARY APPENDIX

The prognostic value of the depth of response in multiple myeloma depends on the time of assessment, risk status and
molecular subtype

Carolina Schinke,1 Antje Hoering,2 Hongwei Wang,2 Victoria Carlton,3 Sharmilan Thanandrarajan,1 Shayu Deshpande,1 Purvi Patel,1 Gabor
Molnar,1 Sandra Susanibar,1 Meera Mohan,1 Pankaj Mathur,1 Muthukumar Radhakrishnan,1 Shadiqul Hoque,1 Jorge Jo Kamimoto,1 Monica
Grazziutti,1 Frits van Rhee,1 Maurizio Zangari,1 Giovanni Insuasti-Beltran,4 Daisy Alapat,4 Ginell Post,4 Shmuel Yaccoby,1 Joshua Epstein,1 Leo
Rasche,1 Sarah Johnson,1 Martin Moorhead,3 Tom Willis,3 Bart Barlogie5, Brian Walker,1 Niels Weinhold,1 Faith E Davies1 and Gareth J. Mor-
gan1

1Myeloma Institute, University of Arkansas for Medical Sciences, Little Rock, AR; 2Cancer Resarch and Biostatistics, Seattle, WA; 3Adaptive Biotechnologies,
San Francisco, CA; 4Department of Pathology, University of Arkansas for Medical Sciences, Little Rock, AR and 5Mt. Sinai School of Medicine, New York, NY,
USA

Correspondence: cdschinke@uams.edu  or  gjmorgan@uams.edu
doi:10.3324/haematol.2017.165217



VDT-PACE: bortezomib (Velcade), dexamethasone, thalidomide, cisplatin (Platinum), doxorubicin (Adriamycin), 

cyclophosphamide, etoposide; MEL: melphalan; VTD: bortezomib (Velcade), thalidomide, dexamethasone; TD: 

thalidomide, dexamethasone; MEL-VDT-PACE: melphalan, bortezomib (Velcade), dexamethasone, thalidomide, 

cisplatin (Platinum), doxorubicin (Adriamycin), cyclophosphamide, etoposide; VDT-MEL: bortezomib (Velcade), 

dexamethasone, thalidomide, melphalan; VRD: bortezomib (Velcade), lenalidomide (Revlimid), dexamethasone; 

VMD: bortezomib (Velcade), melphalan, dexamethasone.

Total Therapy 3

Induction

ASCT

MEL 200 mg/m2

Consolidation

Light

ASCT

MEL 200 mg/m2

(unfractionated)

MEL 200 mg/m2 

(unfractionated)

Consolidation

VDT-PACE (dose reduced)

VDT-PACE (dose reduced)

Maintenance

VDT-PACE

+ collection of CD34+ cells

VDT-PACE (dose reduced)

VDT-PACE (dose reduced)

MEL-VDT-PACE

+ collection of CD34+ cells

ASCT

VDT-MEL 200 mg/m2 

(fractionated: 50mg/m2 d1-4)

VDT-MEL 200 mg/m2 

(fractionated: 50mg/m2 d1-4)

Consolidation

VDT-PACE (dose reduced)

Years 1-3: VRD weekly

ASCT

MEL 20mg/m2-VRD-PACE

Intertherapy

MEL 5mg/m2-VDT-PACE 75%

MEL 5mg/m2-VDT-PACE 75%

Years 1-3: VRD
Year 1: 

VRD/VMD alternating q month

Years 2-3: 

VRD/VMD alternating q 2 months

MEL10-VDT-PACE

+ collection of CD34+ cells

Total Therapy 5

Induction

Standard

Total Therapy 4

InductionInduction

MEL-VDT-PACE

+ collection of CD34+ cells

MEL-VDT PACE

ASCT

MEL 20mg/m2-VRD-PACE

MaintenanceMaintenanceMaintenance

TT3A

Year 1: VTD weekly

Year 2-3: TD weekly

TT3B 

Years 1-3: VRD weekly

VDT-PACE

MEL 200 mg/m2

Supplementary Table 1. Schema of Total Therapy 3, 4, and 5. 
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Supplementary Figure 1. Progression free survival at different landmarks by CR and MRD measured by NGS for Low Risk patients. 

At 8 month landmark, LR patients with CR had a significantly better PFS compared to non CR patients, A) (p<0.0001). There was a trend for 

improved PFS in MRD negative patients, C) (p=0.19). At 24 month landmark, PFS was significantly better in patients with CR, B) p<0.0001, 

and MRD negativity, D) p= 0.04.
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OS at 24 months by CR and CD-2

PFS at 24 months by MRD and CD-2 OS at 24 months by MRD and CD-2

A)

C)

B)

D)

Supplementary Figure 2. PFS and OS by CR and MRD status for the favorable CD-2 subgroup at 24 month landmark. CD-2 patients 

that did not achieve a CR tended to have better OS than patients of other molecular subgroups who did not achieve a CR, B) while PFS was 

similar between these groups, A). For CD2 patients with at least a VGPR, MRD negativity did not seem to be necessary for achievement of 

long term PFS, C) and OS, D).
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Supplementary Figure 3. PFS from different landmarks by CR and MRD measured by NGS for High Risk patients. There was no difference in PFS in 

HR patients with CR at 6 month landmark, A) or 24 month landmark, B). MRD negativity was significantly associated with improved PFS after ASCT at 8 

month landmark, C) p=0.03. D) At 24 month follow up, all but one HR patient were MRD negative and 5 year PFS from that landmark was 41%.
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