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Learning Objectives

Apply content through real-world case scenarios, quality
improvement examples, and strategies for integrating new
knowledge into local workflows
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Sensitive

Mercedes

CASE 1

e 78-year-old woman
e Diaghosed with MM in May 2023
— High risk: del(17p)
— Treatment plan: Rvd - ASCT - maintenance

e August 2023 - Insufficient response (PR) to
RVd induction
— Anti-CD38 added to RVd (CR)

e December 2023 ASCT

February 2024 maintenance (clinical trial)

e Monthly monitoring of M protein; Doubling with new EMD

*HIPAA-compliant, not actual patient name, stock photo.

ASCT = autologous stem cell transplant; CR = complete response; del = deletion; HIPAA = Health Insurance Portability and Accountability Act;
M protein = monoclonal protein; MM = multiple myeloma; PR = partial response; RVd = lenalidomide, bortezomib, dexamethasone. 2
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Progressive Disease Warrants Treatment

Progressive Disease?P

Revi . o
eview Any 1 or more of the following criteria:

* Increase of 25% from lowest confirmed response value in 1 or more of the
following criteria:

International Myeloma Working Group consensus criteria for "}@ ®

Comabak
response and minimal residual disease assessment in .
multiple myeloma

Serum M protein (absolute increase must be > 0.5 g/dL)
+ Serum M protein increase > 1g/dL if the lowest M protein was > 5 g/dL

Shaji Kumar, Bruno Paiva, Kenneth € Anderson, Brian Durie, Ola Landgren, Philippe Moreau, Nikhil Munshi, SagarLonial, Joan Bladé,
Maria-Victoria Mateos, Meletios Dimopoulos, Efstathios Kastritis, Mario Boccadoro, Robert Orlowski, Hartmut Goldschmidt, Andrew Spencer,
Jian Hou, WeeJoo Chng, SaadZ Usmani, Elena Zamagni, Kazuyuki Shimizu, Sundar Jagannath, Hans E johnsen, Evangelos Terpos, Anthony Reiman, °
Robert A Kyle, Pieter Sonneveld, Paul G Richardson, Philip McCarthy, Heinz Ludwig, Wenming Chen, Michele Cavo, Jean-Luc Harousseau,
Suzanne Lentzsch, Jens Hillengass, Antonio Palumbo, Alberto Orfao, S Vincent Rajkumar, Jesus San Miguel, Herve Avet-Loiseau

Urine M protein (absolute increase must be > 200 mg/24h)

* |In patients without measurable serum and urine M protein levels, the
difference between involved and uninvolved FLC levels (absolute increase
must be > 10 mg/dL)

In patients without measurable serum and urine M protein levels and without
measurable involved FLC levels, bone marrow plasma cell percentage
irrespective of baseline status (absolute increase must be = 10%)

Treatment of multiple myeloma has substantially changed over the past decade with the introduction of several Lancetoncol 2016;17: e328-46
classes of new effective drugs that have greatly improved the rates and depth of response. Response criteria in  pivision of Hematology, Mayo
multiple myeloma were developed to use serum and urine assessment of monoclonal proteins and bone marrow  dinic, Rochester, MN, USA
assessment (which is relatively insensitive). Given the high rates of complete response seen in patients with g:‘;;:"‘“;ﬂ"gu
multiple myeloma with new treatment approaches, new response categories need to be defined that can identify v:m 7 RZJ.:M“ MDY Clinica
responses that are deeper than those conventionally defined as complete response. Recent attempts have focused  universidad de Navarra, Centro
on the identification of residual tumour cells in the bone marrow using flow cytometry or gene sequencing. de investigacion Medica
Furthermore, sensitive imaging techniques can be used to detect the presence of residual disease outside of the :""f”‘;:"‘::":"""h“a' °
bone marrow. Combining these new methods, the International Myeloma Working Group has defined new ;:;T;an M“i;f‘ MO);
response categories of minimal residual disease negativity, with or without imaging-based absence of ext dullary  pana-Farber Cancer Institute,
disease, to allow uniform reporting within and outside clinical trials. In this Review, we clarify several aspects of Boston, MA, USA
disease resp along with endpoints for clinical trials, and highlight future directions for disease :::‘;;:‘:;:;MD
response assessments. Prof P GRichardson MD):
Cedars-Sinai Comprehensive

Introduction

The treatment landscape for multiple myeloma has been
radically transformed during the past decade by the
introduction of several new drugs with different
mechanisms of action, which has led to improved
survival for patients with multiple myeloma.’? Progress

negative serum and urine immunofixation) has been
confirmed.® The original definition of a complete
response only required bone marrow with less than
5% plasma cells, irrespective of their clonal nature.”
The definition was further refined to stringent complete
response, by the addition of the sFLC assay plus

CancerCenter, Los Angeles, CA,
USA (Prof B Durie MD);
Memorial Sloan Kettering
CancerCenter, New York, NY,
USA (0 Landgren MD);
University Hospital, Nantes,
France (Prof P Moreau MD,
Prof J-L Harousseau MD);

Appearance of a new lesion(s) = 50% increase from nadir in SPD¢ of > 1 lesion,
or 2 50% increase in the longest diameter of a previous lesion >1cm in

short axis; = 50% increase in circulating plasma cells (minimum of 200 cells/uL)
if this is the only measure of disease

has been made in other areas, including an improved immunohistochemical clonal assessment on the peyasmentofHematology

understanding of disease biology, enhanced diagnostic ~trephine biopsy Additional clarifications, especially and Medical Oncology, Winship

CT = computed tomography; FLC = free light chain; h = hours; M protein = myeloma protein; MRD = minimal residual disease; MRl = magnetic resonance imaging; PET = positron emission tomography; SPD =
sum of the products of the maximal perpendicular diameters of measured lesions.

a Positive immunofixation alone in a patient previously classified as achieving a complete response will not be considered progression. For purposes of calculating time to progression and progression-free
survival, patients who have achieved a complete response and are MRD-negative should be evaluated using criteria listed for progressive disease. Criteria for relapse from a complete response or relapse from
MRD should be used only when calculating disease-free survival. PIn the case where a value is felt to be a spurious result per physician discretion (eg, a possible laboratory error), that value will not be considered
when determining the lowest value. cPlasmacytoma measurements should be taken from the CT portion of the PET/CT, or MRI scans, or dedicated CT scans where applicable. For patients with only skin
involvement, skin lesions should be measured with a ruler. Measurement of tumour size will be determined by the SPD.

Kumar S, et al. Lancet Oncol. 2016;17(8):€328-e346.
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Sensitive

Relapse Workup

e CBC + differential + chemistry
(metabolic panel)

e Serum free light chain (FLC)

LAB TESTS assay gamm
e Serum protein electrophoresis
(SPEP)
e Urine protein electrophoresis
(UPEP)

alpha-2

CONSIDER BONE , alpha-1 beta
Cytogenetics and FISH
NUALCAL (some risk factors can be acquired)
BIOPSY
Imaging type
e PET/CT depends on

symptoms and
e MRI available testing
options

IMAGING@ e WBLDCT individual's

CBC = complete blood count; CT = computed tomography; FISH = fluorescence in situ hybridization; FLC = free light chain; MRl = magnetic resonance imaging; PET = positron emission
tomography; SPEP = serum protein electrophoresis; UPEP = urine protein electrophoresis; WBLDCT = whole-body low-dose computed tomography.

Noonan K, et al. J Adv Pract Oncol. 2022;13(suppl 4):15-21. Rome S, et al. Clin J Oncol Nurs. 2017;21(5 suppl):47-59. Hillengass J, et. Lancet Oncol. 2019;20(6):e302-e312. Ghobrial IM, et al. Blood.
2014;124:3380-3388. Rajkumar SV, et al. Lancet Oncol. 2014;15:e538-e548. Faiman B. Clin Lymphoma Myeloma Leuk. 2014;14:436-440.
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Principles of Treatment Selection in Relapse

Timing of relapse

Response to
prior therapy

Aggressiveness
of relapse

Performance status

Patient preference

ASCT = autologous stem cell transplant; mAb = monoclonal antibody.
Rajkumar SV. Am J Hematol. 2022;97(8):1086-1107.
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How do you address
treatment selection
and sequencing
therapy in your

practice?



Casel

Given Mercedes' treatment history and current status, which of
the following treatment options would you be most likely to
select?

1. Rechallenge with IMiD-based therapy
2. Bispecific antibody +/- anti CD38

3. CAR T-cell therapy

4. Belantamab mafodotin

5. Clinical trial
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Casel

Now triple-class exposed, refractory to both lenalidomide and
daratumumab, and has progressed on three prior lines of therapy
e No prior exposure to BCMA-targeted therapy

e Patient status: Mercedes is generally healthy, with a good performance
status, preserved organ function, and no infections, and no
comorbidities of note; but shared decision making is essential

Considerations:

Rapid symptomatic progression
Support system

Willingness to travel (CAR T vs bispecific)
Tolerance for treatment-related toxicity
Therapy preference

°
?
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Casel

Considerations:
1) Infection prevention

2) Bone health
3) Restaging
4) Site of ramp-up, future site of administration

5) Financial/ Social Support
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Case Scenariol

Mark is a 81-year-old man with multiple myeloma,
hypertension, COPD. Lives with wife who has
dementia. Soc: 2 kids live out of state.

Treatment history

e First-line: VRd—> AutoSCT = lenalidomide maintenance;
achieved sCR lasting 30 months

e Second-line: DKd; achieved PR with progression after 14
months

e Third-line: Selinexor + bortezomib + dexamethasone; initial
disease stabilization with progression after 6 months

Current Status
e No fevers, active infections, or neuropathy

e No signs of organ dysfunction or cytopenias and no
comorbidities of note
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Case Scenariol

Given Mark's treatment history and current status, which of the
following treatment options would you be most likely to select?

1. Rechallenge with IMiID-based therapy
2. Bispecific antibody

3. CAR T-cell therapy

4. Belantamab mafodotin

5. Clinical trial

© 2026, International Myeloma Foundation. All rights reserved. IMF Confidential
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OUR MISSION:

Improving the quality of life of myeloma patients
while working toward prevention and a cure.

OUR VISION:

A world where every myeloma patient can live life
to the fullest, unburdened by the disease.
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