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Lisa X. Lee, MD Murali Janakiram, MD, MS
Associate Clinical Professor Associate Professor, Department of Hematology
Department of Hematology and Stem Cell Transplant Hematopoietic Cell Transplantation
City of Hope City of Hope

e Consultant for Legend Biotechnology
e Consultant for BMS, Janssen, Janssen-Investigator
Response Committee, Legend Biotechnology; and
Grant/Research Support from BMS, Janssen, Fate
Therapeutics

This presentation and/or comments will be free of any bias toward or promotion of the above referenced company or their product(s) and/or other
business interests.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic, therapeutic and/or
research related content.

This presentation has been peer-reviewed and no conflicts were noted.



Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:
Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

» Socioeconomic barriers to clinical trial enrollment, higher prevalence of precursor plasma cell conditions in Blacks
» Disparities in care due to race/language barriers


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Detine Plasma Cell Neoplasm

68M with hypertension, hyperlipidemia, prediabetes, localized prostate cancer treated with definitive XRT
and 6 months ADT, depression, and anxiety who has been monitored for SMM for the past 2 years.

More recently, his M-protein has been trending up.

MYELOMA LABS | 1/1/2026 BONE MARROW | 1/1/2026 PET/CT | 1/1/2026

AFLC 75.44 mg/dL Plasma cells 20-25%

K FLC 1.59 mg/dL Flow 3.6% Lytic lesions None identified
iFLC/uFLC ratio 47.4 Cellularity Normocellular Marrow SUVmax 1.9, physiologic
IgG A M-spike 1.06 g/dL FISH Gain 1921 (CKS1B) Rib uptake Healing fractures
Hgb 11.2 g/dL Additional Trisomy 5, trisomy 9

Cr / Ca / albumin WNL IGH Partial 5' loss



Define Risk vs Benefit of Applying a Treatment

20/2/20
Prediction

According to the 20/2/20 model,
the patient has an HIGH RISK
(44.2%) risk of progressing to

multiple myeloma in two years.

(B Ref: Mateos et al., Blood Cancer J(2020)

PANGEA Risk Prediction

PROBABILITY OF PROGRESSION PROBABILITY OF PROGRESSION

ul L LL WITHOUT HISTORY MODEL
RISK INTERMEDIATE RISK

1 Year 11.3%
2 Years 19.2%

5 Years 40.5%

10 Years 63.5%

WITH HISTORY MODEL

» 60-month PFS rates, %:

IMWG 2020 Active

Low /8.2 /1.6
Intermediate 56.2 429
High 60.4 236

PFS active monitoring vs daratumumab
monotherapy, high-risk group

62.8% vs 37.5% events

HR 0.36 (95% CI: 0.23, 0.58)

PFS




Apply Treatment

AQUILA Trial Inclusion Criteria Daratumumab X 3 years

With steroid premed
Bone marrow plasma cells >=10%

No CRAB features of SLiM criteria
Duration of SMM <=5 years from diagnosis

AND at least 1

Serum M-protein >=3g/dL

IgA isotype

Immunoparesis of 2 uninvolved
IFLC/UIFLC >=8

Clonal Plasma Cells > 50%



Adjust as Needed

100 -
90 ORR: relative risk ratio, 31.00 (95% Cl, 13.05-101.03); P<0.001
80 T . 1
g 70 ORRZ 63.4% P 2.6%
g 60 6.2%
% 50
% 40 =
20 335%
10 ORR:2.0%  1.0%
21.0%
0 T T
Daratumumab Active monitoring
(n=194) (n=196)

BMsCR MCR MVGPR PR









Adjusting Treatment Points to Consider

Patients may be relapsing on daratumumab. Does that make them daratumumab refractory
and higher risk patient?

How would you treat the patient at 70 years old?

MULTIPLE MYELOMA TREATMENT STRATEGYY AFTER 1-3 PRIOR THERAPIES

(SYMPTOMATIC)

+ Discuss the patient's
preferences and goals
of care

+ Consider referring all

» T-Cell redirecting therapy, see MYEL-H (3 of 6)

= If MM is:
» Refractory to lenalidomide and sensitive to anti-CD38
antibody and PI, the preferred options include:
¢ Anti-CD38 antibody + proteasome inhibitor (PI) +
pomalidomide combinations
¢ Belantamab mafodotin-blmf-containing regimens

. - Patients will
P ;gtlﬁrl:lt:r}g-antigen » Refractory to anti-CD38 antibody and sensitive to be eligible for
Relapse™ receptor (CAR) T-cell lenalidomide and PI, the preferred options include: multiple lines Relapse/
therapy specialist ¢ Immunomodulatory drug (IMiD) + Pl containing of therapy. Refractory
Dy combinations without anti-CD38 antibody At each MM after
or to assess eligibility reassessment, |+ |> 3 prior
Progressive , %E%D » Refractory to anti-CD38 antibody and lenalidomide and discuss the lines of
disease™ specialist and bortezomib, the preferred options include: patient's therapies,
supportive care¥ ¢ Pomalidomide and/or carfilzomib containing preferences see MYEL-7
p combinations without anti-CD38 antibody and goals of
or symptom care

management (See
NCCN Guidelines for
Palliative Care and
NCCN Guidelines for

Supportive Care)

For a full list of preferred regimens, see MYEL-H (3 of 6) and
for other recommended or useful in certain circumstances,

see MYEL-H (4 of 6)

* If MM is:
» Sensitive to anti-CD38 antibody, lenalidomide and PI:
¢ All options listed on MYEL-H (3 of 6) and MYEL-H (4 of 6)

are appropriate




Thank You
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