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MP: Standard of care until 2007

J Clin Oncol 1998:16:3832-3842

27 randomized trials, 6633 pts
MP vs combination chemotherapy

1617 pts 65 - 74 years
497 pts 75+

Response rate: CCT 60 vs 53%
Survival: MP vs CCT identical

AMP: standard of care unti
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"0 IFM 99-06: Newly diagnosed MM
patients 651 75 years

MP arm (n = 196)

3 Standard MP; 12 courses at
/ 6-week intervals
Newly diagnosed MM 2 MPT arm (n = 125) Primary
patients, age 65175 — > MP arm + Thal at MTD but end-point: OS
years 2 ¢ 400 mg/day, stopped at end of MP
(N = 447)
\ MEL100 arm (n = 126)

VAD 3 2; cyclophosphamide 3 g/m? +
G-CSF + PBSC harvest
(M 100 mg/m2+ PBSC + G-CSF) 3 2

Facon T, et al. Lancet. 2007;370:1209-18.



Progression-free patients (%)

IFM 99-06:

progression-free survival benefit with MPT
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Treatment PFS, months p value
MP (n = 196) 17.8N1.4 }
MPT (n = 125) 275N2.1 [ <00001

MEL100 (n = 126) 19.4 N1.0 } 0.0002
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- IFM 99-06 : survival benefit
100 Treatment OS, months  p value
MP (n = 196) 33.2 N5.8 } 0.001
MPT (n = 125) 51.6 N4.5 |
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Facon T, et al. Lancet. 2007;370:1209-18.
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“The use of thalidomide in
combination with melphalan
and prednisone should be
the reference treatment for
previously untreated elderly
patients with multiple myeloma.”

See Articles page 1209




IFM 01/01 Study protocol
Newly diagnosed MM > 75 years

12 cycles MP every 6 weeks

Melphalan 0.2 mg/kg/d Day 1-4

Prednisone 2 mg/kg/d Day 1-4
Double Blind l ‘

Placebo Thalidomide

2 caps 50 mg/d 2 caps 50 mg/d

72 weeks 72 weeks

Hulin C, et al, J Clin Oncol. 2009; 27:3664-3670.
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“ |FM 01-01: Progression-free survival

Proportion of surviving patients
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Hulin C, et al, J Clin Oncol. 2009; 27:3664-3670.



Proportion of surviving patients

IFM 01-01: Overall survival
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Hulin C, et al, J Clin Oncol. 2009;27:3664-3670.



MP vs MPT: progression-free survival

and overall survival

GIMEMAZ2 IFM 99-063 IFM 01-014 Nordic® HOVONS®

Median PFS, months

MP 15 18 19 14 10*

MPT 22 28 24 16 13

p value 0.0004 < 0.0001 0.001 TTPY <0.001
Median OS, months

MP 48 33 29 39 30

MPT 45 52 44 29 37

p value NS 0.0006 0.028 NS NS

*Event-free survival.
Y Significant.

In 5 of 5 studies, MPT was superior to MP in terms of PFS or TTP (or both)

In 2 of 5 studies, MPT was superior to MP in terms of OS

1. Palumbo A, et al. Lancet. 2006;111:825-31. 2. Palumbo A, et al. Blood. 2008;112:3107-14. 3. Facon T, et al. Lancet. 2007;370:1209-18.

4. Hulin C, et al. J Clin Oncol. 2009; in press. 5. Waage A, et al. Blood. 2007;110:[abstract 78].
6. Wijermans P, et al. Blood. 2008;112:[abstract 241]; updated data presented at ASH, 2008.



MPT : Conclusions

A Five studies (GIMEMA, IFM 99-06, IFM 01-01,
NMSG, HOVON) have shown that the use of
thalidomide in combination with MP (MPT) improves
response rates and TTP and/or PFS compared with
MP

A The 2 IFM studies have shown that MPT improves
OS compared with MP, extending OS by 15-18
months

MPT is a new standard of care for
newly diagnosed elderly patients with myeloma.

EMEA approved front-line MPT in elderly MM patients in April 2008.




The VMP schedule was based on the standard bortezomib monotherapy dosing schedule

Four 6-week cycles

blood

Day
JOURNAL oF 1234 8 11 22 25 29 32 3342
THE AMERICAN Bortezomlb . I . . . l . I g
SOCIETY OF Melphalan 9 mg/m2 ikl %
HEMATOLOGY Prednisone 60 mg/m? %‘
Q
Five 5-week cycles
Day
1234 8 15 22 23-25
Bortezomib il [ 0 |

Melphalan9 mg/m2 N H NN

Prednisone 60 mg/m?

pouied isey

Total = 49 weeks of treatment

Mateos, M.-V. et al. Blood 2006;108:2165-2172



Phase Il study of VMP versus MP in previously
untreated multiple myeloma

682 untreated
MM patients
ineligible for
HDT-SCT from
151 centres in
22 countries

Z0——">»0n—-—<002> 30

VMP (N = 344)

Bortezomib 1.3 mg/m? on
days: cycles 11 4: 1, 4, 8, 11,
22, 25, 29, and 32; cycles 5i
9:1, 8, 22, and 29

+ melphalan 9 mg/m? and
prednisone 60 mg/m? on
days 1i 4

MP (N = 338)

Melphalan 9 mg/m? and
prednisone 60 mg/m? on
days 1i 4

A9T1 6-week cycles
A 54 weeks treatment

A Stratification for baseline
beta-2-microglobulin and
albumin levels and
region

A Primary end point TTP

A Secondary end points:
CRrate, ORR, time to
response, DOR, time to
next therapy (TNT), OS,
QoL (PRO)



Event-free patients (%)

100

oe]
o

(o)}
o

AN
o

N
o

VISTA: time to progression
and overall survival

Time to progression

. VMP
— MP
| VMP: 24 months (83 events)
MP: 16.6 months (146 events)
HR 0.48, p < 0.001
I I I I I I I I |
O 3 6 9 12 15 18 21 24 2

Time (months)

Z

Patients (%)

Overall survival

100 1

80 1

60 -

40 -
Median follow-up: 16.3 months

20 A VMP: not reached (45 deaths)
MP: not reached (76 deaths)

0 HR 0.61, p = 0.008

O 3 6 9 12 15 18 21 24 27 30

Time (months)

OS at 3years:72% in VMP group vs 69.5% in MP group

San Miguel JF, et al. N Engl J Med. 2008;359:906-17.
Mateos MV, J Clin Oncol 2010, April 5.
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Fig 2 Cwerall survival {05) from randorm assignment in the bortezomib, melphalan, and prednisone (WVMP) and melphalan and prednisone (MP] arms in (&) the overall
population (ITT analysis), and (B} only patients randomly assigned to VMP or MP who had received subseguent therapy by data cutoff for the present analysis. Survival
from the start of secondline therapy in (C) all patients who had received subsequent therapy, and (D) pationts who received any subsequant novel agents. HR,
hazard ratic.

Matéos MV, J Clin Oncol 2010



Grade 3/4 adverse events (%)

VMP (n=340) MP (n=337)
Grade 3/4 Grade 3/4

Neutropenia 40% 38%
Thrombocytopenia 37% 30%
Gl 20% 6%
Peripheral neuropathy 14% 4= 0%
Fatigue 8% 2%
Asthenia 8% 2%
Pneumonia 7% 5%

Herpes Zoster 3% 2%



VISTA

A MPV significantly prolongs survival and is superior for all pre-specified
efficacy endpoints in the largest MP-based phase Il study

I Rapid and durable responses with high CR rate (35%)

I Prolonged TTP, time to next therapy/treatment-free interval, and
OS

A MPV data are consistently superior across all prognostic subgroups

A MPV was well tolerated, with patients on therapy for 46 weeks

These results establish MPV as a new standard of care for MM
patients not eligible for ASCT.

EMEA and FDA approved frontline bortezomib for previously
untreated MM patients in 2008.




Cheson BD & Rummel MJ. J Clin Oncol 2009
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Ponisch et al, J Cancer Res Clin Oncol
2006:132:205-212
BP vs MP

Prospective comparison
Bendamustine-prednisolone vs melphalan i prednisolone

131 pts

CR rate, time to maximum response, time to treatment
failure in favor of BP



Phase Illl: VMP vs VTP In newly diaghosed
elderly patients with MM (PETHEMA/GEM
study)

260 patients, multicenter

Induction

Maintenance

Randomization step 1

T~

VMP

VS VTP

VT

Randomization step 2

VS

VP VT VS VP

Mateos et al. ASH 2009 (abstract 3); oral presentation




Phase lll: VMP vs VTP in newly
diagnosed elderly patients with MM

One 6-week cycle

Five 5-week cycles

VMP

Bortezomib twice weekly
Melphalan
Prednisone

VTP

!

Bortezomib twice weekly
Thalidomide
Prednisone

Bortezomib once weekly
Melphalan
Prednisone

!

Mateos et al. ASH 2009 (abstract 3); oral presentation

Bortezomib once weekly
Thalidomide
Prednisone




Phase lll: VMPT + VT vs VMP in elderly patients with
ek oo oA |

Patients (n=511): >65 years old; median age 71 years

Treatment
VMPT VMP
9 x 5-week cycles 9 x 5-week cycles
Bortezomib Bortezomib
Melphalan Melph_alan
Prednisone

Prednisone
Thalidomide

Maintenance: No maintenance

Bortezomib +

Thalidomide

Palumbo et al. ASH 2009 (abstract 128); oral presentation



Phase I/ll Melphalan, prednisone, and
lenalidomide (MPR) treatment schedule

Up to 9 cycles
Median age, 71 (57-77)
54 patients

Palumbo A, et al. J Clin Oncol. 2007;25:4459-65.



