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Multiple myeloma – An overview
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Monoclonal Gammopathy of 
Undetermined Significance

• Bone marrow plasma cells <10%

• M-component level

• lgG <30 g/l

• lgA <10 g/l

• Bence Jones protein <1.0 g/24 hours

• No CRAB (hyperCalcaemia, Renal impairment, 
Anaemia and Bone disease)
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Prevalence of MGUS
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MGUS

All myeloma patients have a pre-existing MGUS
Over 20 years 

25% will progress to myeloma
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Risk stratification system for MGUS 
Rajkumar, V et al (2005) Blood 106: 812-7

Risk group No of patients Relative Risk Abs risk @ 
20y

20y death-
adjusted risk

Low risk:
M-band <15g/L
IgG isotype
SFLC ratio 
0.26-1.65

449 1 5% 2%

Low-
intermediate: 
any 1 factor

420 5.4 21% 10%

High-
intermediate: 
any 2 factors

226 10.1 37% 18%

High risk: 
all 3 factors

53 20.8 58% 27%
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Asymptomatic Myeloma
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Asymptomatic/smouldering 
myeloma

• Higher risk of progression than MGUS:
• 50% at 5 years
• 65% at 10 years

• Cumulative probability: 70% at 15 years
• Median time to progression: ≈5 years
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Kyle R. N Engl J Med 2007; 356:2582-90

10%

3%
1%

Smoldering Multiple Myeloma (SMM): 
Risk of progression to active disease
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Risk stratification scoring 
system in AM Dispenzieri, A et al (2008) Blood 111: 785-9

Risk group Number of 
risk factors

No of 
patients 
(%)

Relative 
risk 
(95% CI)

Abs risk @ 
5 yrs

Abs risk @ 
10 yrs

Low risk 1 81 (28%) 1 25% 50%
Intermediate 
risk

2 114 (42%) 1.9 
(1.2 – 2.9)

51% 65%

High risk 3 78 (30%) 4.0 
(2.6 – 6.1)

76% 84%

Risk Factors
BM plasma cells ≥10%

Serum M-protein ≥30 g/L
SFLC ratio <0.125 or > 8.BGS SPRIN
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Symptomatic Myeloma
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International Staging System (ISS)
for Symptomatic Myeloma

Stage Criteria
Median 
Survival (mo)

I
β2m < 3.5 mg/L 
albumin ≥ 35 g/L

62

II* Not stage I or III 44

III β2m ≥ 5.5 mg/L 29
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The International Staging System (ISS)
Prognostic model based on β2-microglobulin and albumin

Patients < 65 y

Patients > 65 y

Stage Criteria

I
β2m < 3.5 mg/L 

& albumin ≥ 3.5 g/dL

II Not stage I or III

III β2m ≥ 5.5 mg/L

Greipp et al. J Clin Oncol 2005;23:3412-20BGS SPRIN
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Supportive Treatment
• Bisphosphonate therapy for bone disease

• High risk of VTE

• High risk of community acquired pneumonia 

• Patients are particularly at risk of infections from

• Streptococcus pneumoniae

• Haemophilus influenzae

• Escherichia coli

• VZVBGS SPRIN
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Improving outcomes
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1960-65

1965-70

1970-75

1975-80

1980-85

1985-90

1990-95

1995-00

2000-05

2005-10

Early deaths in high risk

No plateau

Adapted from Kumar SK, et al. Leukemia. 2014;28:1122-1128.
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Improvements in survival of younger 
patients

Period estimates of 10-yr survival by major age groups in 
defined calendar periods

Brenner et al. Blood 2008
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Why are things changing?
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Thalidomide
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Thalidomide – A Revival Story
• Marketed in 1950s to treat morning sickness, 

withdrawn due to phocomelia

• Approved for treatment of erythema nodosum
leprosom, an inflammatory manifestation of 
leprosy
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Thalidomide in Multiple 
Myeloma

• 180 patients

• All relapsed after 2 or more lines of therapy

• 77% 1 ABMT

• 55% 2 ABMT

Barlogie et al. ASH 1999
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Event-free survival Overall survival

Palumbo et al. Lancet 2006

MPT vs MP in elderly patients with MM –
Survival
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Revlimid

BGS SPRIN
G C

ONFERENCE 20
17



IMiDs
• Developed from thalidomide

• Screened to exclude phocomelic side effects

• Two agents – currently being evaluated in 
patients

• Revlimid 

• Pomalidomide
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OS advantage with Rd over MPT 
also in > 75 year-olds – First trial

.
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Velcade
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VMP vs MP in Previously 
Untreated MM Patients (VISTA)

MP

VMP

R
A
N
D
O
M
I
Z
E

9 x 6-week cycles (54 weeks) in both arms

≥65 yrs

San Miguel, et al. Blood. 2007;110:78a, abstract 76
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Phase III VISTA trial: VMP vs MP
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San Miguel et al. N Engl J Med 2008;359:906–917
San Miguel et al. ASH 2008 (Abstract 650); oral presentation

ORR: VMP 71%, MP 35%, CR: VMP 30%, MP 4%

Median follow-up 25.9 mos
3-year OS:

VMP: 72%
MP: 59%
P=0.0032

VMP: 24.0 mos
MP: 16.6 mos
P<0.000001

MP

VMP

MP

ORR, overall response rate.BGS SPRIN
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Monoclonal antibodies
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Monoclonal antibodies
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Monoclonal antibodies
Blocking antibodies to:
 CD138 (Indatuximab ravastine)
 IL-6 (siltuximab)
 DKK1 (BHQ 880)
 RANKL (denosumab)
 SLAMF7 or CS1 (elotuzumab)
 CD38 (daratumumab,SAR650984)

IL6

CD138

DKK1

Myeloma cell

CS1

CD38

RANKL
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Conclusions

 Myeloma is likely to present to the physician 
first

 Early intervention reduces myeloma related 
tissue damage

 Outcomes are improving dramatically 
 To date older and frailer patients have not 

benefitted as much as we would like from new 
treatment options
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