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Monoclonal gammopathy of undetermined significance (MGUS) and smoldering
(asymptomatic) multiple myeloma: IMWG consensus perspectives risk factors for
progression and guidelines for monitoring and management
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Table 3 Summary of new IMWG recommendations on the management of MGUS and SMM

MNew recommendation Reason for change in recommendation

Definition of MGUS and SMM is based on proportion of The disease definition has been updated to reflect that clonality assessment is

clonal bone mamow plasma cells important in classification

Patients with MGUS and SMM should be risk-stratified New risk stratification models give greater precision in estimating risk of progression
at diagnosis (see Table 2) to optimize counseling and in MGUS and SMM. In fact, a low-risk MGUS group with a 2% actual lifetime risk of
follow up MGUS progression can be identified by these models.

Follow up of MGUS is determined by the Risk-Stratification This change is to minimize frequent testing for MGUS progression in patients at low
Model. Low-risk MGUS patients can be followed less risk of progression, and to emphasize that these patients should be followed for
frequently, either every 2-3 years or at time of other health problems that are far more likely to affect survival compared with MGUS
progression. T T

Preventive clinical trials need 1o be considered for Patients with smoldering myeloma with FLC ratio <0.125 or =8 plus =10%
patients with high risk smoldering myeloma plasma cells in the mamow are at high risk of progression in the first 2 years following

recognition. These patients should be considered candidates for chemoprevention
trials. However, off-study, observation is still the standard even in this group.

Abbreviations: MGUS, Monoclonal gammopathy of undetermined significance; SMM, smoldering (asymptomatic) multiple myeloma; IMWG,
International Myeloma Working Group.
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At first diagnosis, a complete history and physical examination
should be done with emphasis on symptoms and findings that
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might suggest multiple myeloma or AL amyloidosis. A complete
blood count, serum calcium and creatinine values and a
qualitative test for urine protein should be performed. If
proteinuria is found, electrophoresis and immunofixation is
indicated. Serum protein electrophoresis should be repeated 3-6
months after recognition of MGUS to exclude multiple myeloma
or Waldenstrom’s macroglobulinemia because the monoclonal
protein is usually recognized by chance.

Low-risk MGUS. If the serum monoclonal protein is
<15g/, 1gG type and the FLC ratio is normal, the risk of
eventual progression to myeloma or related malignancy is low.
In this setting, a baseline BM examination or skeletal radio-
graphy is not routinely indicated if the clinical evaluation,

et , . . I

suggest MGUS. On the other hand, a BM is required if the
cemia, or bone lesions. Patients should be followed with serum
protein electrophoresis in 6 months, and if stable can be
followed every 2-3 years or when symptoms suggestive of a PC
malignancy arise.

Intermediate and high risk MGUS. If a patient with
apparent MGUS has a serum monoclonal protein =15 g/, IgA
or IgM protein type, or an abnormal FLC ratio, a BM aspirate and

biopsy should be carried out at baseline to rule out underlying
PC malignancy. As discussed earlier, a BM is always required if
a patient with presumed MGUS has unexplained anemia, renal
insufficiency, hypercalcemia, or bone lesions or a suspicion of
AL amyloidosis. Both conventional cytogenetics and fluores-
cence in situ hybridization should be performed on the BM
examination. If available, a PC labeling index and a search for
circulating PCs in the peripheral blood using flow cytometry are
useful.’® A computed tomographic scan of the abdomen should
be done in the presence of an IgM monoclonal protein because
asymptomatic retroperitoneal lymph nodes may be present.
Lactate dehydrogenase, p-2-microglobulin, and C-reactive
proteins should be determined if there is evidence of multiple
myeloma or Waldenstrom’s macroglobulinemia. If the results
of these tests are satisfactory, patients should be followed with
serum protein electrophoresis and a complete blood count in 6
months and then annually for life. Treatment is not indicated
unless it is part of a clinical trial."” Patients must contact their
physician if there is any change in their clinical condition.
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Figure 1 Risk stratification for smoldering multiple myeloma. The
model incorporates three risk factors: abnormal FLC ratio, bone
marrow plasma cells =10% and serum M protein =3 g/dl. Patients
with 1, 2 or 3 risk factors had 5-year progression rates of 25, 51 and
76%, respectively. Corresponding median times to progression are 10,
5.1 and 1.9 years, respectively.

WS patient management

Serum protein electrophoresis, complete blood count, measure-
ment of calcium and creatinine values and 24-h urine collection

for eleclmlghorﬁais and immunofixation should be ;rformed at

diagnosis and in 2-3 months after the initial recognition of
SMM. A baseline BM biopsy and skeletal survey are mandatory.
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progression to symptomatic myeloma. If the results are stable,
the studies should be repeated every 4-6 months for 1 year and,
if stable, evaluation can be lengthened to every
6-12 months. A skeletal survey should be performed if there is

evidence ot progression mn The above-mentoned routine studies.
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Table 3 Estimated rate of progression and odds ratio for progression in patients with smoldering multiple myeloma in
low-, intermediate-, and high-risk groups using BMPC% > 20%, M-protein > 2 g/dL, and FLCr > 20

Time from Low risk (n=143) Intermediate risk (n=121) High risk (n = 153)

diagnosis (years)
Estimated rate of Rate of progression, OR for progression Rate of progression, OR for progression
progression (%) % (Cl) relative to low-risk group % (Cl) relative to low-risk group

<n (cn

2 9.7 (53-17.1) 263 (184-36.2) 2.71 (1.08-6.83) 474 (386-56.4) 489 (2.25-1069)

5 225 (142-336) 46.7 (358-57.9) 208 (1.07-4.08) 815 (713-88.6) 363 (212-622)

10 527 (30.1-742) 65.3 (45.5-809) 1.24 (061-2.69) 96.5 (80.9-99.4) 183 (1.09-3.30)

BMPC% bone marrow-plasma cell percentage, C/ 95% confidence intervals, FLCr involved to uninvolved free light chain ratio, OR odds ratio

Lakshman et al. Blood Cancer Journal (2018) 8:59
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CASE STUDIES:

A 60 years old female, high TP A 60 years old male, high TP

found on a routine examination. found on a routine examination.

No other abnormalities found. No other abnormalities found.

= Has IgG/K of 2.5 gr/dl and FLC = Has IgG/K of 1.0 gr/dl and FLC K
ratio of 30 45 L20 ratio of 2.

What should be done now? = After 6 months FLC K 60 L20 and

= BM showing 35% clonal plasma ratio increases to 2.5

cells What should be done now?
What should be done now? = BM??
= What are the progression into What should be done now?
active MM chances? What is
the progression rate? How What if we did have a

should we follow the patient?
How frequently?

biomarker to predict
progression and its rate




PLASMA CELL SPECIFIC CF-DNA METHYLATION PATTERNS DIFFERENTIATE
MGUS, SMM AND MM AND PREDICT BIOCHEMICAL AND CLINICAL
PROGRESSION TO MM
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MGUS AND SMM RISK FOR PROGRESSION:
DEFINING THE SCOPE OF THE CHALLENGE

= To date, there is no blood test that may differentiate among the PCD

= MGUS and SMM patients are monitored using a combination of blood markers (monoclonal

protein and free light chain ratio), imaging, and require laborious and invasive measures such
as bone marrow biopsies

= |ongitudinal assessments are the mainstay of monitoring for progression, and while clinical

risk models are of aid, their applicability is limited, and prompt more frequent monitoring in
clinical routine are sometimes necessitated



CELL FREE DNA AND METHYLATION PATTERNS

COMMUNICATIONS

= DNA methylation patterns are a unique characteristic of each cell
ARTICLE type, controlling gene expression, and can serve as a definitive

OPEN . . .
Conpiehensive human calltype mcthylstion atls biomarker for the presence of DNA derived from a given cell type

reveals origins of circulating cell-free DNA in health
and disease
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Targeted detection of human cell death
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STUDY AIMS:

we hypothesized that :

= cfDNA methylation patterns analysis has the capacity to distinguish between MGUS, SMM
and MM

= cfDNA methylation patterns analysis has the capacity to predict MGUS and SMM progression



IDENTIFICATION OF SPECIFIC PLASMA CELL DNA METHYLATION MARKERS

w8 o 100
62 w2
85 53 = - M ARMC2 (T-1)
==== (O] o < o
£285 £ 53 g &0 B ACSS1(all T)
bEES 2558 £S 2 60 BMP6(all T)
o c S0= o<
QL <L JZ0 o= S Plasma 2(all T)
RARSE o
£ 40 B DDX39A(all T)
5 B ELOVL5(all T)
2 X 5 B MAP3K2(all T)
3
3 0 Illl..llll r r r llul ’ r r
S D 2O RN 2 2030 N O S S o AL Sy
crlENRES 5 S A S NG
G\ @Y AT R > NS
SRR FOLKS N
SLLF @
IR &
NOANOAD $
QR &
Qé
A heat map representing methylation states 7 targeted specific plasma cell methylation markers, assessed
across 38 cell types based on Whole-Genome on genomic DNA from multiple tissues. Including memory B-
Bisulfite Sequencing (WGBS). Blue denotes cells and plasma cells from normal bone marrow, MGUS and
methylation, yellow indicates unmethylation. MM.
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PATIENT BASELINE CHARACTERISTICS BY PLASMA CELL DISORDER

MGUS n=58 SMM n=29 MM n=37 p-value

Gender M/F 37 (64)/ 21 (36) 20(69)/ 9 (31) 23 (62)/ 14 (38) 0.86
Age 66 (40-89) 73 (35-95) 70 (48-85) 0.145
M-
Protein IgA 7(12) 6(21) 6 (16) <0.001
Type

IgG 26 (46) 18 (62) 15 (41)

IgM 5(9) 0 0

LC 18 (32) 5(17) 16 (43)
LCType « 33 (58) 20 (69) 23 (66) 0.57

A 24 (42) 9(@31) 12 (34)
IgA mg/dL 184 (20-1160) 75 (13-1600) 44 (8.5-5810) 0.002
IgG mg/dL 1283 (280-3063) 1910 (358-5580) 970 (156-8546) 0.45
IgM mg/dL 83 (10-2070) 34 (7.6-77.8) 18.1 (6.8-188) <0.001
FLC x mg/L 42.3 (8.6-460) 100 (8-994) 151 (5.5-7380) 0.008
FLC ) mg/L 34 (5-280) 12.7 (4-1000) 17.3 (1.6-16600) 0.18
FLC Ratio 2.9 (1-33) 16.7 (2.8-100) 37 (1.-614.8) <0.001
dFLC 36.4 (0-446) 224.2 (18-990) 626.7 (0.9-16573) <0.001
M-Protein g/dL 0.6 (0-3) 1.5 (0-5) 2.3 (0-8.5) 0.004
Immunoparesis 16 (33) 20 (71) 31(84) <0.001
BMPC% (IHC) 3 (1-15) 11 (1-65) 40 (1-90) <0.001
BMPC% (FC) 1 (0-4) 4 (0-16) 18 (0-95) <0.001
FISH CAHR 3(10) 8 (36) 15 (44) 0.007
Aberrant cell >95% 4(14) 7(30) 19 (56) 0.002




PLASMA CELL DERIVED CFDNA IS ELEVATED IN MULTIPLE MYELOMA
COMPARED TO SMOLDERING MYELOMA AND MGUS.
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PLASMA CELL DERIVED CFDNA IS ELEVATED IN MULTIPLE MYELOMA
COMPARED TO SMOLDERING MYELOMA AND MGUS.
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PLASMA CELL DERIVED CFDNA IS ELEVATED IN MULTIPLE MYELOMA
COMPARED TO SMOLDERING MYELOMA AND MGUS.

Short PC-cfDNA summary

= Targeted methylation markers of plasma cells provide a non-invasive cfDNA biomarker that reliably
reports on plasma cell involvement of the bone marrow, correlate with their aberrant phenotype, and
allows to distinguish between healthy individuals and patients with MGUS, SMM and MM



TARGETED CANCER SPECIFIC GENOMIC LOCI OF METHYLATION

DISCORDANCE
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TARGETED CANCER SPECIFIC GENOMIC LOCI OF METHYLATION
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TARGETED CANCER SPECIFIC GENOMIC LOCI OF METHYLATION
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TARGETED CANCER SPECIFIC GENOMIC LOCI OF METHYLATION
DISCORDANCE

PDR cfDNA

0.15

0.01

[ )
@
Spearman's correlation o © o
r=0.86 P<0.0001 e ®° 0 °
o
®SMM AR
MM ° ° .:’.‘.‘ H
0‘.... t 044
[ ] ..

0.001+

0.00010.001 0.01 0.1 1
average plasma cell cfDNA GE/ml

10

100 1000 10000

Correlation between plasma derived
cfDNA and PDR markers in cfDNA.
indicates that discordant reads come

from the tumor itself.

PDR cfDNA

0.001 -
0.00001 0.0001

Spearman r= 0.62
P-value<0.0001

0.1 .~ ,
et 'S o
oorf e 0 7. Yo ® 6’.0 *

® ._'
[ ]

0.001  0.01 0.1 1

Abberant cells in BM%

Correlation between PDR markers and
% aberrant plasma cells in bone marrow
indicated by flow cytometry

Peripheral Blood PLASMA



TARGETED CANCER SPECIFIC GENOMIC LOCI OF METHYLATION
DISCORDANCE

Short PDR summary

= PDR markers of plasma cells provide a non-invasive cfDNA biomarker that reliably distinguishes active
MM plasma cells in comparison with MGUS and SMM, and correlate with MM aberrant phenotype.
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Biochemical Progression

PATIENT CHARACTERISTICS BY MEANS OF CLINICAL AND BIOCHEMICAL PROGRESSION

PD n=12 No PD n=54  p.value PD n=21 No PD n=45 p.value
Gender M/F $(67)/4(33) O (gg)f 16 1 16(67/7(33)  32(71)/13(29)  0.576
pep | _MGUS 2(17) 39 (72) 0,000 6(29) 135 (78) 0.0007
SMM 10 (83) 15 (28) 15 (71) 10 (22)
Age, years 71 (35-91) 68 (40-93) 0.57 74 (35-93) 68 (40-89) 0.47
M. IgA 2(17) 8 (15) 5(24) 5(11)
Protein IgG 7(58) 28 (52) 1 10 (48) 25 (56) 0347
Type IgM 0 3 (6) 0 3(7) '
LC 3(25) 15 (28) 6(29) 12(37)

LC P 8 (73) 35 (65) 13 (62) 30 (68)
Lype 3(27) 19 (35) 0.736 8 (38) 14 (32) !
M-Protein g/dL 1.65 (0-5) 0.9 (0-3) 0.046 1.2 (0-5) 0.85 (0-3) 034
IgA mg/dL 96 (13-1600) 170 (19 -1373) 02 1437 (13-1600) 170 (20-1373)  0.87

2234 1384 1527.5 1460

2

IgG mg/dL (500-5580) (300-3300) 0.22 (362-5580) (300-3680) 0.98
IgM mg/dL 232(7.6-75.1) 55 (8-1707) __ 0.004 35.5 (10-123) 55(7.6-1707) 007
FLC x mg/L 1635 (10-994) 50 (3-336) 0.022 100 (3-994) 50 (8.6-452) 0.1

2275 30 345 292
FLC A mg/L - s 0.85 (11000, (559 0937
FLC Ratio 208 (42-100) 3.8 (1-50) 0.004 113 (1.3-100) 3.44 (1-50) 0.003
AFLC 367.6 (30-990) 44 (0-580)  <0.0001 | 150.7 (21-990) 432(0-580) _ 0.001
M.-Protein >2 5(42) 6(11) 0.023 6 (29) 5(11) 0.29
FLC Ratio >20 6 (50) 6(10) 0.005 7(33) 5(11) 0.034
BMPC % >20 2(18) 2(5) 0175 2(11) 2(6) 0.59
BMPC% (THC) 15 (1-50) 4(1-65) 0.005 10 (1-63) 3 (1-50) 0,012
BMPC% (FC) 4(0-16) 2(0-11) 0.028 3(0-16) 1(0-8) 0.065
FISH CA HR 4(36) 6(17) 0.21 7 (41) 4(13) 0.02
Immunoparesis 9 (75) 23 (43) 0.057 12 (57) 20 (44) 0.286

—XerTant et
2(18) 9 (25) 1 7 (41) 4(13) 0.148

>95%



PLASMA CELL CFDNA AND PDR IN CFDNA PREDICT PROGRESSION AND
RATE OF PROGRESSION TO MULTIPLE MYELOMA: CLINICAL PD
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PLASMA CELL CFDNA AND PDR IN CFDNA PREDICT PROGRESSION AND
RATE OF PROGRESSION TO MULTIPLE MYELOMA: CLINICAL PD
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Kaplan—Meier plot illustrating a new scoring model where
bone marrow aspiration is substituted with PC-cfDNA or PDR




PLASMA CELL CFDNA AND PDR IN CFDNA PREDICT PROGRESSION AND
RATE OF PROGRESSION TO MULTIPLE MYELOMA: BIOCHEMICAL PD
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Plasma cell cfDNA (GE/ml)

PLASMA CELL CFDNA AND PDR IN CFDNA PREDICT PROGRESSION AND
RATE OF PROGRESSION TO MULTIPLE MYELOMA: BIOCHEMICAL PD
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CFDNA METHYLATION PATTERNS RISK STRATIFICATION UTILIZING BINARY THRESHOLDS

Sensitivity Specificity PPV NPV  Log-rank HR (C.I)
p.yalue
Biochemical Progression
PC-cfDNA>3.057 0.57 0.75 0.52  0.79 <0.0001 8.3 (2.8-24.28)
PDR>0.01304 0.67 0.69 0.5 0.82 0.037 2.46 (0.99-6.1)
Clinical Progression

PC-cfDNA> 3.057 0.78 0.72 0.3 0.95 0.0001 19.44 (2.37-159.6)
PDR> 0.01308 1 0.7 0.35 1.0 0.0004 -

COMPARISONS BETWEEN 2/20/20 RULE (HR) AND REPLACEMENT OF BMPC COMPONENT WITH
CF-DNA METHYLATION PATTERNS

Sensitivity Specificity PPV NPV  Log-rank HR (C.L.)
p.value

Biochemical Progression
2/20/20 0.16 0.94 0.6 0.67 0.3 1.86 (0.54-6.39)
2/20/PC-cfDNA 0.48 0.89 0.67 0.78 0.0001 4.78 (1.97-11.57)
2/20/PDR 0.48 0.84 0.59 0.77 0.005 3.21 (1.35-7.65)
Clinical Progression
2/20/20 0.125 0.91 0.2  0.85 0.7 1.4 (0.17-11.46)
2/20/PC-cfDNA 0.78 0.86 047 096  <0.0001 16.17 (3.24-80.64)

2/20/PDR 0.89 0.84 047 0.98 <0.0001  26.57 (3.29-214.6)




A MATHEMATICAL STATISTICAL REPEATED K-FOLD CROSS VALIDATION MODEL TO
VALIDATE THE POWER OF PROGRESSION PREDICTION TO MULTIPLE MYELOMA:
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PLASMA CELL CFDNA AND PDR IN CFDNA PREDICT PROGRESSION AND
RATE OF PROGRESSION TO MULTIPLE MYELOMA

Short cfDNA in relation to progression summary

= plasma cell cfDNA and PDR, taken in a single blood sampling at
diagnosis, proves to be a powerful noninvasive biomarkers that can predict
biochemical and more importantly clinical progression from MGUS and
SMM to MM

= cfDNA methylation- pattern markers can be combined with other routine
blood PCD related biomarkers (i.e. 2/20 model: M protein and FLC ratio), to
generate a non-invasive risk stratification model, avoiding the need for
invasive bone marrow biopsies.




PDR ENTROPY CONCEPT
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ENTROPY INCREASES IN MULTIPLE MYELOMA AND SERVES AS A PREDICTOR FOR
PROGRESSION-INDICATING CLONAL VARIATION AND TURNOVER
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ENTROPY INCREASES IN MULTIPLE MYELOMA AND SERVES AS A PREDICTOR FOR
PROGRESSION-INDICATING CLONAL VARIATION AND TURNOVER
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ENTROPY INCREASES IN MULTIPLE MYELOMA AND SERVES AS A PREDICTOR FOR
PROGRESSION-INDICATING CLONAL VARIATION AND TURNOVER

Short Entropy summary

= Entropy as quantified in the plasma, allows to further distinguish among
myeloma clones, refine the assessment for MGUS and SMM biochemical and
clinical progression, and allows an insight into the complicated landscape of
MM subclones



PLASMA CELL SPECIFIC CF-DNA METHYLATION PATTERNS DIFFERENTIATE MGUS,
SMM AND MM AND PREDICT BIOCHEMICAL AND CLINICAL PROGRESSION TO

MM

Conclusions

= Epigenetic liquid biopsies may eventually replace bone marrow biopsies, allowing the establishment of
a unique, simple laboratory testing system, as a highly effective tool to screen patients with PCD in their
diagnostic assessment.

= Epigenetic liquid biopsies may eventually predict MGUS and SMM clinical and biochemical
progression to MM with an extremely high NPV.

= Moreover, it may have the potential to change the approach to clinical monitoring and longitudinal sampling
of patients with MGUS and SMM that are at risk for progression.

= Obviously, independent studies will be required as validation to establish this clinical utility.
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A synopsis for
cfDNA prospective study to
predict MGUS and SMM

progression

Utilizing the cfDNA system for the evaluation and follow up of the newly
diagnosed MGUS/SMM patient:

Validation of the previous study + in combination to a prospective
decision cfDNA- guided follow up




An independent study to establish cfDNA clinical utility.

* Epigenetic liquid biopsies may replace bone marrow biopsies.

* Epigenetic liquid biopsies may predict MGUS and SMM clinical and biochemical progression to MM , with an
extremely high NPV, and combined with clinical non invasive data (2/20 rule) a moderate PPV.

cfDNA guided follow up to validate its utility , and as a tool for outpatient follow up.
The guided FU has to be:
a. Safe-i.e. does NOT miss a MDE
b. Effective-i.e. in low risk — will ease anxiety and in high risk — allow a timely
intervention (without a high false positive rate that will elevate anxiety)

IM:
Set a new standard for BM requirements
Validate an approach to clinical monitoring and requirements for longitudinal
sampling of patients with MGUS and SMM, in correlation to cfDNA.
3. The cfDNA guided follow up will prevent missing an MDE

N =B



Assess for eligibility: Patients with M protein with susp MGUS or SMM

* clinical suspicion for MM:

M > 1.5 gr/dl
NO clinical suspicion for MM* Clinical suspicion for MM* PO ISE 8.
Symptomatic
Abnormal laboratory
[ cfDNA PC and PDR ] [ BM, LDCT ] features
[ cfDNA PC and PDR ] >2 Primary hypothesis
or
>20 No PD to MM
No PD to MM
[ - ] Need for

Follow up
(months) 12

N

moderate FU

but
No CRAB
Need for close FU

cfDNA guided follow up to validate its utility , and as a tool for outpatient follow up.

The guided FU has to be:
a. Safe-i.e. does NOT miss a MDE
b. Effective-i.e. in low risk — will ease anxiety and in high risk — allow a timely
intervention (without a high “false positive” rate that will elevate anxiety)



Assess for eligibility: Patients with M protein with susp MGUS or SMM

NO clinical suspicion for MM*

[ cfDNA PC and PDR } Q @

* According to guidelines- no need for BM or LDCT

[ No BM ] [ BM*, LDCT ] = 2 >
[

A ] * (fDNA
<2 >2
<o |toreplacel .
BM (“20”){__>20

12 = |

Follow up Primary hypothesis
(months) 6
3 [ A ] No PD to MM
v No need for FU

6 but
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Need for close FU

§ [ ] No PD to MM
[ cfDNA PC and PDR - - + B Need for
moderate FU

{ c¢fDNA PC and PDR ]




Assess for eligibility: Patients with M protein with susp MGUS or SMM

Clinical suspicion for MM*

[ BM, LDCT ] S S >

[ cfDNA PC and PDR ]

[ n ] * cfDNA

<2 >2
<20 |toreplace| or

BM (Ilzoll >20

Follow up } B ]

[ (months) 12
Primary hypothesis
[ A ] No PD to MM
U No need for FU

"'/ * No PD to MM
[ B ] Need for

[ cfDNA PC and PDR ]

but
No CRAB
Need for close FU

v
v @ moderate FU
v

[ cfDNA PC and PDR ]

[ cfDNA PC and PDR




Primary hypothesis

]

OUTCOMES

No PD to MM
No need for FU

Neg cfDNA allows no need for FU }

No PD to MM
Need for
moderate FU

Pos cfDNA and no other risk requires low intensity
follow up
(or possibly no need for FU)

PD to MM > 30%
but
No CRAB
Need for close FU

Laboratory outcomes:
Validate the system

Establish which of all measurements PC-
cfDNA/ PDR / Entropy or combination has the
best predictive value

Further workup and understanding of sub-
clonal diversity

Allow other ancillary studies of precursor
state PCD

Important Measures

( eoNap )

cfDNA to

eliminate
the BM

biopsy at

diagnosis

-

All pathways will
not miss active
MM or clinical PD

The guided FU of
all pathways will
prevent MDE
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