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SYMPTOMATIC OR CLINICAL MM

MM is a plasma cell (PC) neoplasm

| characterized by the infiltration of clonal PC in the bone marrow
that secrete a monoclonal immunoglobulin in serum and/or urine
in the majority of patients

causing myeloma-related organ or tissue impairment (ROTI)

the most common being
hypercalcemia, renal failure, anemia and bone lesion (CRAB)
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THE MULTISTEP MODEL OF EVOLUTION

MM virtually always arises from an asymptomatic precursor

condition:
- MGUS: Monoclonal Gammopathy of Undetermined Significance

- SMM: Smoldering MM
Sometimes, at the end of this evolutionary process, a secondary

Plasma Cell Leukemia (PCL) may appear

MGUS SMM

Kyle, 1980;2007 Landgren, 2009
Borrello, 2012 Weiss, 2009
Boyle, 2014 Dispenzieri, 2010;2013



MM BACKGROUND

1-2 % ALL CANCER

10-15 % HEMATOLOGIC MALIGNANCIES

HETEROGENEITY

CLINICAL MOLECULAR
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* MGUS

* AGE 2 65

*FAMILY HISTORY

* MALE GENDER

* BLACK RACE

*OBESITY

*TYPE 2 DIABETES

*DIET: LOW FISH & VEGETABLES
*AIDS
* OCCUPATION: FARMING
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DIAGNOSIS AND PROGNOSIS OF MM: TWO INTERLACED AND UNREPEATABLE PROCESSES

L Do

TECHNIQUES

ASPIRATION /BIOPSY

TECHNIQUES
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IT ALL STARTS WITH A GOOD CLINICAL HISTORY

Paiva, 2008;2009;2013 Woessner, 2006
Yuan, 2011 Chng, 2013
Johansson, 2014 Ludwig, 2014

Gonsalves, 2014 Palumbo, 2014



MM IS A DISEASE OF CONTRAST

RESPONSE



THE PROGNOSTIC IMPACT OF ISS STAGING

International Staging System (ISS)

“ Temmm——

Serum B,m < 3.5 mg/L
Serum albumin = 3.5 g/dL

Neither stage | nor Ill 44
Serum B,m = 5.5 mg/L

SG SEGUN ISS

| ISS: 1SS IS GOOD BUT WE NEED MORE | e 2013




THE IMPACT OF RENAL IMPAIRMENT ON OVERALL SURVIVAL

SG SEGUN MDRD EN < 65 ANOS SG SEGUN MDRD EN > 65 ANOS

SG SEGUN MDRD

p < 0,001

Supervivencia acum
Supervivencia acum

SG SEGUN MDRD EN ISS 11l

Supervivencia acum

Supervivencia acum

SG SEGUN Cr EN > 65 ANOS

SG SEGUN Cr

Supervivencia acum
Supervivencia acum

SG SEGUN Cr EN ISS 1l

Supervivencia acum

Supervivencia acum

Rios, 2013

Cr: Serum creatinine (mg/dl)



THE IMPACT OF PERCENTAGE OF BONE MARROW INFILTRATION (Cutoff 30 % PC)
ON OVERALL SURVIVAL AND COMPARISON OF IMMUNOPHENOTYPE & MORPHOLOGY

R2=0,694
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BONE MARROW PC BY IMMUNOPHENOTYPE BONE MARROW PC BY CYTOMORPHOLOGY
Rios, 2012




OVERALL SURVIVAL ACCORDING WITH THE PRESENCE OF

WEIGHT LOSS AND THE BODY MASS INDEX AT DIAGNOSIS

OS ACCORDING TO BMI

OS5 ACCORDING TO WEIGHT LOSS
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CR: Complete Response; bm: bone marrow; pl: plasma cell; sCR: Strigent CR; n: normal; FLCr: serum free light chain ratio; IR: Immunophenotypic Response;
MR: Molecular Response; MRD: Minimal Residual Disease; OS: Overall Survival







THERAPY IN MM: RISK / BENEFIT RATIO

BENEFIT RISK
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MM INDUCTION THERAPY
WHICH DRUGS ?: THE LABYRINTH OF THE WORD SEARCH

THERAPY | T-BASED L-BASED B-BASED OTHER

2 DRUGS D LD VD PD, CD
MPT, CTD  MPR, CRD, VMP, VCD, VRD, VTD,

BiRd PAD BLD, CRd

4 DRUGS CCTD DVDR ABCD DCEPI,
DTPACE

T:Thalidomide
L:Lenalidomide
R:Revlimid
B:Bortezomib
V:Velcade
D:Dexamethasone
D:Low dose D
P:Prednisone
P:Pomalidomide
C:Cyclophosphamide
M:Melphalan
A:Doxorubicin
E:Etoposide
Pl:Cisplatin




K l N D Clinical vs Serological
Aggresive vs slowly progressive
SETTING  E=

TIMING



TREATMENT

WHEN TO START
WHAT ARE THE
GOALS ‘
WHAT IS THE

REGIMEN OF CHOICE



TREATMENT

RETREATMENT
NEW DRUGS
STEM CELL

TRANSPLANT



SALVAGE THERAPY OF RRMM: SLOW PROGRESS

CP |BBD |PM |[VD |LD |DCEP|PD |VRD |ABCD

Age

ISS3
Disc
Death

Year

Author




STANDARD THERAPY
FOR RRMM




OVERALL SURVIVAL IS INCREASING STEADILY

OS ACCORDING TO S5IX 5-YEAR PERIODS

Period Median OS(m)
1985-1989 16
1990-1994 21
1995-1999 24
2000-2004
2005-2009
2010-2014
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Rios et al, 19th EHA,2014




HEALTH-RELATED QUALITY OF LYFE ALSO MATTERS IN MM

EORTC QLQ-C30
QOL SHOULD BE MEASURED W EORTC QLQ-C30
IN CLINICAL TRIALS - HAS DEMONSTRATED
AS WELL AS : | RELIABILITY AND VALIDITY IN
IN REAL-LIFE PATIENTS 4 MM PATIENTS

Q29:GENERAL HEALTH

IR

| | [ | | | | | | |
MGUS MM(N=48) MW(N=8) AMIL(N=2) NORMAL MGUS MM(N=48) MW(N=8) AMIL(N=2) NORMAL
(N=45) (N=3) (N=45) (N=3)

GROUP3 GROUPS

Rios, 2034




BOTH WORLDS ARE NEEDED TO FIGHT MM
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The concept of CURE in MM is feasible

Operational CURE in MM is achievable in selected patients

Research in MM: helping us knowing better our enemy I

MM remains incurable in the majority of patients I

Translational medicine is slow I

Unmet clinical needs I
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[.eukemia Related Conferences

e Thrombosis and Hemostasis
Conterence

» 3rd Hematology and Blood Disorders
Conference
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