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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
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Definition of Smoldering Myeloma (IMWG 2014)

Redefined as MM
(80% progression risk in 2 years)

High risk SMM (50% progression risk 2 years)

Observation still 
Appropriate

≥ 3g/dL M-spike OR 

BMPC  ≥ 10% OR 

≥ 500mg/day urine monoclonal protein  

AND 

Absent SLiM CRAB criteria   

 Clonal bone marrow plasma cell percentage ≥60%

 Involved: uninvolved serum free light chain (FLC) ratio ≥100 (involved 
free light chain level must be ≥100 mg/L)

 >1 focal lesions on magnetic resonance imaging (MRI) studies (at least 
5mm in size)



Smoldering Multiple Myeloma (SMM) Risk Models: Criteria and 
Progression Risk

Model Criteria (risk factors) Risk groups 2-year progression risk 5-year progression risk Notes

Mayo 2008 1) Serum M-protein ≥3 g/dL

2) Bone marrow plasma cells ≥10%

3) Abnormal FLC ratio (<0.125 or >8)

0 factors = Low

1 factor = 

Intermediate

≥2 factors = High

Low: 5%

Intermediate: 17%

High: 46%

Low: 25%

Intermediate: 51%

High: 76%

Natural history cohort (pre-SLiM

era).

Mayo 2018

IMWG 2020 (20/2/20)

1) Bone marrow plasma cells ≥20%

2) Serum M-protein ≥2 g/dL

3) FLC ratio ≥20

0 factors = Low

1 factor = 

Intermediate

≥2 factors = High

Low: 6

Intermediate: 18

High: 44

Low: 22.5%

Intermediate: 46.7%

High: 81.5%

Cohort-derived progression to 

MM; modern imaging/SLiM

application varies by dataset.

IMWG Scoring   

(adds PC FISH)

Point-based score using:

• FLC ratio

• Serum M-protein

• Bone marrow plasma cell %

• High-risk FISH (t(4;14), t(14;16), 

del17p, +1q)

Low: ≤4 points

Low-intermediate: 

5–8 points

Intermediate: 9-12

High: > 12

Low: 4%

Low-intermediate: 26%

Intermediate: 51%

High: 73%

Low: 20%

Low-intermediate: 55%

Intermediate: 70%

High: 85%

Refines 20/2/20 by incorporating 

cytogenetics.

But not validated in an 

independent cohort.

AQUILA Clonal BMPCs ≥10% AND
1. Serum M-protein ≥3 g/dL
2. IgA SMM
3. Immunoparesis
4. Serum involved: uninvolved FLC 
ratio ≥8 and <100 
5. Clonal BMPCs >50% to <60%)

All HR by 

Definition

Progressed or Died: 36% Progressed or Died: 59.2% PFS includes progression to 

SliM CRAB criteria or death

PANGEA
https://www.pangeam
odels.org/

1. SFLC ratio
2. Creatinine
3. Age
4. BMPC
5. hgb

• With/without BMPC

• With/without history



DARATUMUMAB FOR SMOLDERING MYELOMA
AQUILA: Study Design (Dec 2017 – May 2019)

International, open-label, randomized phase III study

Dimopoulos, Meletios A., et al. "Daratumumab or active monitoring for high-risk smoldering multiple myeloma." New England Journal of Medicine 392.18 (2025): 1777-1788.

Adults with SMM for ≤5 yr

Clonal BMPCs ≥10%
+
1. Serum M-protein ≥30 g/L
2. IgA SMM
3. Immunoparesis
4. Serum involved: uninvolved FLC ratio 
≥8 and <100 
5. Clonal BMPCs >50% to <60%)

ECOG PS 0/1

(N = 390)

Efficacy follow-up 
until PD by IMWG 
SLiM-CRAB criteria

Imaging every year
Bmbx eval at least 

Q2Y
Survival follow-up 

Q6M

Subq Daratumumab for 3 years
(n = 194)

Active Monitoring for 3 years
(n = 196)

 Primary endpoint: PFS by IRC using IMWG SLiM-CRAB criteria

 Key secondary endpoints: ORR, time to first-line MM tx, PFS on first-line MM tx, OS

*Or confirmed PD, whichever happens first.
†PFS defined as time from randomization to first documented PD to active 
MM or death from any cause (whichever happens first).



Selected Baseline Characteristics



Primary Endpoint PFS

Progression-free survival at 5 years
63.1% vs. 40.8% (HR 0.49; 95% CI 0.36–0.67; P<0.001; 
NNT=23)

Initiation of first-line treatment for active MM at 5 years
29.7% vs. 55.9% (HR 0.46; 95% CI 0.33–0.62)

Median time to disease progression (IMWG 
biochemical or SLiM–CRAB criteria)
44.1 months vs. 17.8 months (HR 0.51; 95% CI 0.40–0.66)



Overall Survival

Overall survival at 5 years
93.0% vs. 86.9% (HR 0.52; 95% CI 0.27–0.98)
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AQUILA by Mayo 2018/IMWG 2020

Voorhees, Peter, et al. "Daratumumab monotherapy versus active monitoring in patients with high-risk smoldering multiple myeloma: Aquila outcomes 
based on mayo 2018/IMWG 2020 risk stratification, IMWG 2020 plus cytogenetic criteria, and age." Blood 146 (2025): 372.

PFS TT TX



Discussion

• 75% of progression events was SliM CRAB

• Increased grade 3/4 AEs ( 40% vs 30%) and 
SAEs (29% vs 19%)

• What if patient do progress to MM as 
29.7% of patients on daratumumab did in 
the Aquila Trial?

• What if you have a patient who has rapid 
pace of progression but still smoldering?

• Clear PFS and OS benefit

• Clearest trend for benefit 
was high and intermediate 
risk by 20/2/20

• Second primary 
malignancies (~9%) and 
overall cytopenias were 
similar
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COH Smoldering MM Pathway

Definition

Serum M-protein ≥ 3g/dL
Clonal plasma cells 10-59%
BJP ≥ 500mg/day

AND 

Absence of SLiM-CRAB

Recommended Baseline Evaluation
CBC, electrolytes, BUN, Cr
SPEP/IFE, sFLC
BMBX
WBLDCT, WBMRI, FDG PET

Risk Stratification

IMWG 20/2/20

Low

Intermediate

High

Low/ Intermediate

• Clinical Trial 
• Active Monitoring

High (~50% progression risk at 2 
years or > 70% at 5 years)

• Clinical Trial
• Daratumumab X 36 months
• Active Monitoring

Consider Pangea as an alternate risk score.
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Active Monitoring Guidelines
Frequency: q3 months × 2 years → q6 months
Clinical assessment and labs each visit.
Labs: CBC, CMP, SPEP, FLC, quant immunoglobulins
Imaging: Baseline; repeat if indicated
Bone marrow: Baseline; at progression
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ThankYou

cityofhope.org
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