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MGUS Smoldering Myeloma Myeloma
* M spike <3 gm/dL * Mspike =3 g/dL * Any M spike or urinary M
- PC <10% . Or urinary M protein >500mg/ protein
. No CRAB criteria 24 hrs and/or . PC>10% or plasmacytoma
i PC >210% . CRAB criteria
. No CRAB criteria . New criteria of MIDE including

clonal plasma cells>60, involved/
uninvolved SFLC >100, 2 or more
focal lesion on MRl or CT

Ghobrial, IM, et al., Blood. 2014;124:3380-3388
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Standard Risk Intermediate Risk High Risk (15% of Pt)
- Hyperdiploidity - t(4;14) 17p deletion
- t(11;14) - Deletion 13 t(14;16)
- t(6;14) - Hypodiploidity t(14;20)

LDH > 2xULN

Plasma cell leukemia
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"nroxYp"n n'7I9'UN Novel Agents FDA Approved in MM
1950 1960 1970 1980 1990 2000 2010 2015
2015
Ixazomib
1958 1983 2003 2008 Elotuzomab
Melphalan Autologous Bortezomib 3rd line | Bortezomib frontline | Daratumumab
transplantation | 2012
1962 20_05 ] Carfilzomib
Prednisone Bortezomib 2nd line 3rd line; Bortezomib SC
1986 1 1
1969 High-dose 2006 2013
Melphalan + dexamethasone Lenalidomide + dex Pomalidomide 3rd line
: 2nd line;
rednisone ’
- I Thalidomide + dex 1st
e 2014
Bortezomib retreatment
2007
Doxorubicin + 2015
bortezc_)mlb Panobinostat 3rd line;
2nd line

Lenalidomide 1st line
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Proportion Surviving

4 8

16

Follow-up From Diagnosis (Yrs)

#*

20

— 1960-65

1965-70

— 1970-75
— 1975-80

1980-85
1985-90

— 1990-95
— 1995-00

2000-05

— 2005-10
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Adapted from Kumar SK, et al. Leukemia. 2014;28:1122-1128.
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Proteosome Bortezomib - Approved Carfilzomib — Approved Ixazomib — FDA
Inhibitors for first line or at relapse for third line at relapse

IMiDs Thalidomide - Approved Revlimid (lenalidomide)- Pomalidomide-
) for first line or at relapse Approved for second line  Approved for third line
HDAC Panobinostat

Inhibitors FDA Approved for relapse TMANAY NNONA NI A71Ivn 7190

-

MAB - Anti  Elotuzumab —FDA A9'YI NITMYN 121N 7Y
SLAMF7 approved for relapse

NIVA NDNX NITWYNY

MAB - Anti Daratumumab — FDA
CD38 approved for relapse
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Disease burden
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Induction treatment Induction treatment
(4-6 cycles)

Stem cell transplantation

\ 4

Consolidation therapy ?

Maintenance
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Gay F, et al. Blood. 2011;117:3025-3031.
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Phase Il studies in transplant inelgible patients - PFS (Mos)
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Velcade

Thalidomide

Carfilzomib

]

Prednisone

\ Dexamethasone
/
4

Melphalane

Cyclophosphamide
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Disease burden

A

Relapse Refractory Disease

Disease
Progression

Disease
Progression

Salvage
therapy

Salvage
therapy

Symptomatic Disease
Disease Progression

Salvage

Initial therapy  therapy

I I I I »Time
3-5 years 1-2 years 8-16 months 6-12 months
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2" line

- Repeat primary induction therapy (if relapse >6 month)
- Revlimid + Dexamethasone

- Velcade based therapy (if relapse > 6 month from use)
- Clinical trial

- Cytotoxic based chemotherapy

- Autologus stem cell transplant

p =
N9V YA

3" line

- Any of the 2" line therapy if not used

- Clinical trial

- Carfilzomib + Dexamethasone or Pomalidomide + Dexamethasone
- Cytotoxic based chemotherapy

4th line and following

- Any of the 2" or 3™ line therapy if not used
- Clinical trial

- Cytotoxic based chemotherapy
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- Bortezomib X X X X X X X
s
Carfilzomib X X X X X X X X X
Thalidomide X X X X X X X X
IMiDs Lenalidomide X X X X X X X X X X X X
Pomalidomide X X X X X X X X
Cyclophosphamide X X X X X X
Chemotherapy
Melphalan X X X X X X
] ] Dexamethasone X X X X X X X X
Corticosteroids
Prednisone X X X X X X X X
Panobinostat X X X X X X X
HDACIis
Vorinostat X X X X X
Elotuzumab X X X X X X X
mAbs

Daratumumab X X X
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Dru i
& . At Least 1 Risk Factor LS B S el
No Risk Factors . Plus Occurrence of Grade 3/4
Adjusted Dose .
Nonhematologic AE
Bortezomib 1.3 mg/m? 2x/wk 1.3 mg/m? gw 1.0 mg/m? gw
Days 1, 4,8, 11 g3w Days 1,8,15,22 g5w Days 1,8,15,22 g5w
. . 25 mg/day 15 mg/day 10 mg/day
Lenalidomide Days 1-21 of 28-day cycle Days 1-21 of 28-day cycle Days 1-21 of 28-day cycle
40 mg/wk 20 mg/wk 10 mg/wk
Dexamethasone Days 1, 8, 15, 22 g4w Days 1, 8, 15, 22 g4w Days 1, 8, 15, 22 g4w
Melohalan 0.25 mg/kg or 9 mg/m? 0.18 mg/kg or 7.5 mg/m? 0.13 mg/kg or 5 mg/m?
P Days 1-4 g4-6w Days 1-4 g4-6w Days 1-4 g4-6w
Thalidomide 100 mg/day 50 mg/day 50 mg/day

*Geriatric assessment, risk factors:
— Older than 75 yrs of age

— Mild, moderate, or severe frailty (eg, weakness, poor endurance, weight loss, low physical activity, and

slow gait speed)

— Comorbidities: cardiac, pulmonary, hepatic, or renal dysfunction
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Palumbo A, et al. Blood. 2015;125:2068-2074.
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Phase Il studies in transplant inelgible patients - PFS (Mos)
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Revlimid Dexamethsone Revlimid Velcade
Dexamethasone

? 'O NINNONN 7Y j1D'on NX "nnw M PFS -2 wTin 12 7w 119w nrn

Phase Il SWOG S0777 study
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Kramer: You know you’re not supposed to brush your teeth for
24 hours before you go to the dentist.

Jerry: | think you’re thinking of ‘You’re not supposed to eat 24
hours before surgery’.

Kramer: Oh, you gotta eat before surgery. You need your

strength. ~2
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Revlimid Dexamethsone Revlimid Velcade
Dexamethasone

? 'O NINNONN 7Y j1D'on NX "nnw M PFS -2 wTin 12 7w 119w nrn

Phase Il SWOG S0777 study
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Kane HL, et al. CA Cancer J Clin. 2014;64:377-388.
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Kane HL, et al. CA Cancer J Clin. 2014;64:377-388.
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Kane HL, et al. CA Cancer J Clin. 2014;64:377-388.
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