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Tenets

» Tumor Stem Cell - Elusive
— MM germinal center-derived post-switch stage
+ Homing and Expansion in Bone Marrow
(MM Strong Cross-Talk)

— Exploiting the microenvironment including
OB/OC for survival: new target for therapy

Cancer Stem Cells

*Non-cycling

*Excellent detoxification
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Multi-Step Progression of Multiple Myeloma
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Potential for long
term disease control
or cure
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Growth and Survival Control of Myeloma
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Dose Response Curve
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Treatment Schema

Induction Transplant Consolidation Maintenance
VAD x 3
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No Increase In Survival
With Conventional Chemotherapy EFS and OS on TT1 (N=231)

Overall Survival
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Cumulative Incidence of nCR + CR by CA
+ LDH Risk Groups

TT4: PRINCIPLE OF CURABILITY ESTABLISHED?

High Ri
MGUS._LIKE MM IN 14 OF 18 Low Risk  50/124
CR DURATION >10YR TT1 SURVIVORS

D, TR G D WAT W R P Total Therapy |
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CR40%
CR duration: mediam, 2Tme
47 in continuous CR
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Years After Starting VAD Years After Starting VAD

Event-Free Survival
By Best Response after Tx1

TRANSLOCATION SPIKES STILL DETECTABLE
1-Year Landmark from Tx1

IN PC OF SOME LONG-TERM TT1 SURVIVORS

T3 TT1PE

6-Year
N Estimate
CR 502 36%

P-value < .0001

5 10
Years from Landmark

TT -1 (previously untreated)
Timeto CRon TT-2

N Median (mo.) N Median (mo.)
No CA 148 33 NoCA 148 80

Any CA 74 27 AnyCA 74 51 Thalidomide Arm
100% Control Atm

BO0%
B0%

40%

20%
P <001
A 0%
0 24 48 72 96 120 144 ,D 24 48 72 96 120144168

Months from Therapy Months from Therapy
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Thalidomide improves CR and EFS

Years from TT2 Enroliment

TT2 vs TT1: Event-free Survival by CA

Events | N Events | N Events | N

TTZ 150476 %‘7!: TT2 67 /282 QSK TT2 721152 w
TT 1677211 35% TT1 1047150 37% TT1 59/72 24%

100

P=<.0001

12 3 4 5

Years from Enrollment

TT2: OS by Baseline Cytogenetics

Madian

Deaths®™  inMonths

Mo CA 103147 83{65,106)
Other CA 3238 BB{5283)
CA13Hypo 33735 3322 AT)
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TT-2: OS by MGUS-like GEP

MGUSlike GEP

NonMGUSlike GEP

10 Gene Model for High Risk MM

Up-regulated
CKs1B
TMPO
RFC4
TRIP13
FAM72A

Training Set
Group
Low-risk
High-risk
Test Set
Low-risk
High-risk

Down-regulated
AHCYL1
GNG10
EVIS
MCLC
C10rf118

N Low-risk High-risk
305 283 22
46 3 46

159 12
22 20

92% correctly cla

TT-2: OS by 10 Gene Model

10 gene low-risk
10 gone high-risk

T
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TT-2: OS in MMSET by 10 Gene Model

MMSET 10 gene low-rigk 15825
MMSET 10 gene high-isk 818

Survival post-relapse is shorter with THAL

Deaths | N L i
NoThalidomide 41797 27 (24)

Logrank P-value = 001

2 3 4

Years from Progression/Relapse

TT 3: Improve on TT 2 by Co-targeting MM + ME

High-risk: Myeloma ME  Mormal ME
CA T5%, autob: 96%

VEL + THAL (69)

2 4
Months to PR Only VEL + T

combined induce PTEN

Identify Rx-induced alterations of biochemical pathways in MM &
ME critical fo sustained disease control (TT 2, TT 3)

Total Therapy 2
(Upfront randomization +/- thalidomide)

VAD
DCEP —— Melphalan __ Melphalan D-PACE Cycles
CAD 200 200 4

DCEP 4 L3 4 4(q 6 mo)

—— Dex/IFN«

Total Therapy 3

VDT-PACE _ Melphalan _ Melphalan VDT-PACE Cycles = VTD ™
Cycles 1 &2 200 200 1 2 for 12 mo

t t tt tasmo

yein + eyclophosphamide
e + thalidomide + D-PACE;

Cumulative Response Rates

P=.0001

18-Month
Estimate

18

Months from Start of Induction

Total Therapies 1, 2, 3:
Steady Improvement in Outcomes
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SFLC percent reduction pre-transplant

ed surface Kappa \-.._
Overall Survival
dden surface TT3 SFLC % reduction tertibes at Transplant 1

B

Tertile 1 (SFLC incresse-<75% reduction)
Tertile 2 (75%-<96% reduction)
Tertile 3 (96%-100% reduction,

Logrank P-valus = 003

10 Year Survival is a Reasona

Event-Free Survival
TT3 SFLC baseline tertiles.
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