Multiple Myeloma Therapies
What lies in the future?
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FUNNY MEDICAL TERMINOLOGY

. . Adenoma - What you say to your mother
’ when you don't know the answer

Aerobe - A garment worn around the house
Alimentary - What Holmes said to Watson

Anally - Occurring yearly

g Antepartum - When your father's sister goes home

Anti-Body - Against everyone
Artery - The study of paintings
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Framework for Newly Diagnosed MM Patient Treatment Plan

Eligibility for Transplant:
Co-morbidities

PS
Age
Transplant Candidate Not Transplant
Candidate
Induction Therapy Induction therapy
Stem Cell Harvest Maintenance or extended
\1' therapy phase
ASCT (early vs delayed)
Consolidation
and/or Maintenance
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MAINTENANCE AFTER TRANSPLANT: A MUST!

Median Overall Survival for Maintenance Studies 1 and 2

HR (95% ClI)
Bl REVLIMID [l Placebo Maintenance Study 1 0.59 (0.44, 0.78)
Maintenance Study 2 0.90 (0.72, 1.13)

& 9.3 years
=) (95% CI 8.5, NE)
CALGB <
3 7.0 years
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S =307 8.8 years
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g 7.3 years
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RANSPLANT STUDIES IN MM (NOVEL ERA)

Year N ISS 11l High risk Follow-up | Induction Conditioning SDT Maintenance
cytogenetics | (months) regimen| (HDT +SDT)

LEN (till
GIMEMA RV :
Palumbo 2014 273 23.6% 28.8% 51.2 Rd Mel 200 x 2 MPR progression)
MM ¢PF209
vs. None
LEN + Pvs. LE
RVAMM-EMN
Gay F 2015 256 29%  21.8% 52 Rd MEL 200 x 2 CRD (til

441 :
progression)

IFM/DFCI

2009 Attal M 2015 700 18% 12.8% a4 RVD MEL 200 RVD x 8 LEN X 1 year
LEN till

=Nzl Cavo M 2016 1192 21%  25% 26 CyBorD MEL 200 x 1 or2 VMP x 4

progression
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MINIMAL RESIDUAL DISEASE AND TRANSPLANT

----- RVD Arm - MRD Negative
—— Transplantation Arm - MRD Negative

. . RVD Arm - MRD Positive
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Minimal Residual Disease: New Definitions for CR
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Molecular/flow CR
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FDA Approved MRD testing
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VACCINE POST TRANSPLANT(CTN 1401)

- Dendritic Vaccinations+Len+GM-CSF
MM Initial Cell Precursor )

Therapy Collection ) s ",
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TREATMENT MILESTONES IN MULTIPLE MYELOMA

Preclinical and clinical studies leading to Improvement in overall survival from
FDA approvals in MM median of 3 to 8-10 years
2006 2012, 2015 2015 | L
Thalidomide Carfilzomib Panobinostat 0.9 gl
-9 Ak —— 1965-1970
0.8 1 —— 1970-1975
b —— 1975-1980
| > 0.7 —— 1980-1985
2005 2010 2015 = — 1985-1990
A A = 0.6 — 1990-1995
a ——— 1995-2000
ey = sy 2000-2005
2003, 2005, 2008 = 2013, 2015 = ; —— 2005-2010
. Doxil + £ B S 0.4 -
Bortezomib (BTZ) Pomalidomide o
BTZ o
a 0.3 -
2015
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Prehistory Myeloma

A’ Multiple myeloma has probably been presentasa v Four cases of possible multiple myelom

human disease for centuries. were found in Native American skeletor
A There is evidence that multiple myeloma might date from 200 to 900AD.

back to the time of the ancient Egyptians.

Xrayand skull 25/rold female Indian with lytic lesions.
Estimated to be from 200 to 900 AD.




