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Otazky pro Revlimid v r. 2011

e spravné casovani
« udrzovaci lécba
« primolécba (s ASCT/nahrada)

« kombinace/nové preparaty

* vliv cytogenetiky
 nezadouci u€¢inky — management

« dalsiindikace



Treatment at relapse

Front-line with novel agent?

Len/dex
Cy/dex

Bortezomib modified dose
Bendamustine?

PN in front-line treatment?

Repeat or change front-

line treatment?

Switch

drug class

* Short remission
* Long-term treatment

» Toxicity

PT

e Bortezomib/dex

* Bortezomib/
DOXIL

« PAD
« CVD
* Len/dex

<

e Len/dex
« CRD

Repeat

treatment

* Long remission

e Short front-line treatment
duration

* No toxicity concerns
from first-line treatment

Use novel
agent

e Survival is extended
with novel agent

* Bortezomib/dex

* Len/dex

« CTD

« VTD

« CVD

« PAD

* Bortezomib/
DOXIL



Jak ovlivni timing relapsu vybeér terapie?

 Trvani 1. remise je hlavnim faktorem urcujicim povahu lécby
relapsu

 Relaps/progrese béhem terapie (agresivni relaps): naznacuje
resistentni nemoc

« Casny relaps, béhem 6 mésicu
 Pozdni relaps: za >1 rok
Ludwig et al. Multiple Myeloma Treatment Strategies with Novel Agents in 2011

— A European Perspective.
The Oncologist 2011, accepted for publication



Modelovani postupu k uréeni optimalnich
sekvenci u MM

o Cil
— Vytvofit model ke srovnani OS u riznych sekvenci |éCby
Pacienti a Metody
— Systematicke review
» LéCebné protokoly kombinaci s novymi |€ék u non-transplant pac.:

— Model

» Odhad OS jednotlivych IéCebnych sekvenci na zakladé analyzy vztahu mezi
odpovédi a TTP po kazdé linii IéCby

= Otazka — jaky je aditivni efekt jednotlivych Ié¢ebnych protokolu
na OS jako vysledek rizného razeni protokokt a vliv TNT
jednotlivych linii?

Heeg et al. Blood 2010;116(21): Abstract 3046, poster presentation



Optimal treatment sequencing in MM: overview of OS
per line of treatment per sequences

Mean OS in years

= Starting with one of the novel agents (+MP) increases OS compared to
starting with MP alone

Heeg et al. ASH 2010 (abstract 3046), poster presentation



Phase Il trial of Len + Dex for newly diagnosed MM:

response

EBMT response

Patients responding,

No transplant, %

category (n Z";” (n=21)
CR 18 24
VGPR or nCR 38 43
PR 35 19

*N = 34.

Lacy MQ, et al. Mayo Clin Proc. 2007;82:1179-84.



Lenalidomide, bortezomib, and dexamethasone in patients with newly
diagnosed
multiple myeloma (MM): Final results of a multicenter phase I/1l study.

K. C. Anderson, ASCO 2010

Best responses (%) to Len-Bz-dex

All (N66) Phase Il (N35)
CR/nCR 39 57
>VGPR 67 74

>PR 100 (0[0)



MM-009 and MM-010:
pooled response rates

TTP and OS
288 ] 60,6 Len + Dex (n = 353)
50:0 | ® Dex (n=351)
40,0 -
300 - 219 p <0.001
20,0 15,0 11,2
10,0 - l 2,0 4,7
0,0 e W
ORR (%) CR (%) Median TTP (months)
Len + Dex (n =
Dex (n = 351 val
353) ex (n =351) p value
Median OS, months 35.0 31.0 <0.05
Medla_n U E S Not yet reached 35.3 0.24
1 prior treatment, months
Median OS in patients with 324 273 <0.05

> 1 prior treatment, months

Weber DM, et al. Blood. 2007;110 [abstract 412].



MM-009 and MM-010: overall survival after adjustment for
crossover to lenalidomide

Lifetime simulation model of survival

1 prior therapy 2.2 5.6

2 2 prior therapies 1.5 4.2

 Lenalidomide delivers significantly larger survival gains
when adjustment is made for crossover

Morgan J, et al. Haematologica. 2008;93(Suppl 1) [abstract 0441].



Treatment with Len + Dex at first relapse achieves VGPR or
better in 40% of patients

MM-009 and MM-010: prospective subgroup analysis
p =0.06

80 - | | 1CR
66.9%

70 B VGPR

PR

} 27.7%

\ 56.8%
60 -

50 -
40 A
30 -

> 39.8%

Patients (%)

20 -
10 1

1 prior therapy > 1 prior therapy

CR or VGPR rate significantly higher with second-line than with
later therapy (39.8% vs 27.7%; p = 0.028)

Stadtmauer EA, et al. Eur J Haematol. 2009:82:426-32.



Patients (%)

TTP and OS further improved when Len + Dex is used
at first relapse

) .

1 prior therapy (Len + Dex),
median 17.1 months

> 2 prior therapies (Len + Dex),

median 10.6 months

Time to progression (months)

Patients (%)

1 prior therapy (Len + Dex),
median 42.0 months

> 2 prior therapies (Len + Dex),
median 35.8 months

| | | 1

Overall survival (months)

Stadtmauer E, et al. Eur J Haematol. 2009.



Multivariate analysis: number of prior therapies is
a key predictor of outcome

MM-009 and MM-010: prospective subgroup analysis

» After controlling for other baseline variables there were only 2
significant predictors of time to progression

— B,-microglobulin concentration (p < 0.0001)

— number of prior therapies (p = 0.0032)

 Prior thalidomide or bortezomib treatment did not affect time to
progression

Stadtmauer EA, et al. Eur J Haematol. 2009:82:426-32.



Prospective subgroup analysis of Phase lll trials (MM-009
and MM-010): Len/dex following prior thalidomide therapy

No prior exposure to

Prior exposure to

thalidomide P thalidomide P
Len/dex Dex Len/dex Dex
(n=226) (n=204) (n=127) (n=147)
CR 19% 2.5% - 7.9% 1.4% -
VGPR 19.5% 4.4% — 13.4% 0.7% -
CR+PR 64.6% 27.5% <0.001 53.5% 14.3% <0.001
TP 47mos  <0.001 - 46mos  <0.001
(median)
PFS
i 4.7 mos <0.001 | 8.4 mos 4. 6 mos <0.001
(median)
OS (median) 36.1 mos 32 mos 0.04 33.3 mos 28.7 mos NS

Within the group of patients treated with len/dex: TTP and PFS were
significantly shorter in patients with prior exposure to thalidomide
(TTP: P=0.04, PFS: P=0.02)

Wang et al. Blood 2008;112:4445-4451




=>“Most results of treatment with lenalidomide plus
dexamethasone were superior even among patients
treated previously with thalidomide.

However, the shorter time to progression in these
patients suggests some degree of cross-resistance
between lenalidomide and thalidomide.”




Secondary response to IMID according to initial
IMID response (N=183)

Response to L-P L-L L-T T-P T-L T-T
first-line
IMiD therapy n=7 n=55 n=15 n=10 n=71 n=25
5 2VGPR (38) 12VGPR (33) 12VGPR (22)
>VGPR (%) 4PR(100) 3PR (23) é SER(Z(%) 1PR(33)  1PR(11) é EFFfR(Z(%)
3 <PR (23) 1 <PR (33) 3 <PR (33)
4 2VGPR (11) 12VGPR 4 2VGPR (11)
OO TR Bemey @y NURT Teran | STRCD
13 <PR (37) 3 <PR (75) 19 <PR (50)
1 2VGPR (4)
2 2VGPR (29) 1PR (17) 2 PR (67)
< PR (%) 0 9 PR (36) 5 <PR (63)
4 <PR (57) 3<PR(50) 1<PR(33) [ ;o (14)
ORR (2PR) 83% 52% 25% 80% 46% 30%

T: thalidomide, L: lenalidomide, P: pomalidomide

Re-treatment with a different IMiD compound (especially pomalidomide
after thal or len), is associated with a high response rate

Madan et al. Blood 2010;116(21): Abstract 1964



Analyza 2010 — charakteristika souboru

-~

Pocet predchozich linii

39%

41%

6%

14%
B 1iinie B2 linie B 31inie L] 4 linie

Pocet predchozich linii

1 linie 6 (6.0%)
2 linie 14 (14.0%)
3 linie 41 (41.0%)
4 linie 20 (20.0%)
5 linii 10 (10.0%)
6 lini 6 (6.0%)
7 linif 3 (3.0%)

~




Analyza 2011 — charakteristika souboru
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35 (13.4%)
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90 (34.4%)
31 (11.8%)
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Pocet predchozich linii
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median 3.0
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2010 — vysledky léCby
/ Lécebna odpoved’ \

N=25
—~ 60-
2
~ 50_
=
< 40
‘o 30-
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2 20-
T 10;
a. 0-
CR VGPR PR MR SD PG
Lécebna odpovéd
(N=42)
CR 1 (2.4%)
VGPR 3 (7.1%) ORR = lééebna odpovéd PR a lepsi
PR 6 (14.3%) CBR = lé&ebna odpovéd MR a lepsi
MR 2 (4.8%)
SD 5 (11.9%) .
PG 25 (59.5%) Lecba

\ Neukoncena 41% Ukoncena - 59% /




2011 - vysledky lééby

-

I neukonéena

Lécba

81%

19%

Lécebna
odpoveéd (N=160)

[ ] ukonéena

CR 5 (3.1%)
VGPR 8 (5.0%)
PR 44 (27.5%)
MR 7 (4.4%)
SD 24 (15.0%)
PG 72 (45.0%)

Lééebna odpoved’

Podil pacientt (%)

CR VGPR PR MR SD PG

ORR = |é¢ebna odpovéd PR a lepsi
CBR = |é¢ebna odpovéd MR a lepsi

~




Zduvodnéni kontinualni terapie

 Delsilécba vede k lepsi kontrole nemoci
 HIloubka odpovédi ma prognosticky dopad

— avsSak — rozdily podle véku/kfehkosti pacientu
 DelSi doba lécbha je spojena s

— delsim trvani odpovedi

— delsim celkovym prezitim - OS

 Snasenlivost/tolerabilita novych Iékli umoznuje dlouhodobou
lécbu

Czech Myeloma Group

-
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Potencialni rizika kontinualni terapie

 Nezadouci u€inky dlouhodobé lé€by
— snizeni kvality zivota
— vliv na nasledny vyber terapie
 Shnizené preziti po relapsu
— selekce rezistentnich klonu

— dostupnost non-cross-pusobicich preparatu

o]

Czech Myeloma Group =1

=

_ NADACNI FOND



2011 — délka lé&by
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Délka IéCby (mésice)

Pocet cyklu

N 211

mean (SD) 5.4 (2.9)

median 5.0

min-max 0.5-19.0

Délka lécby

\ 210
mean (SD) 5.8 (3.6) mésice
median 5.4 mésice
min-max 0.1-26.0 mésice

Celkova kumulativni davka

\ 209
mean (SD) 2 263.9 (1 348.8) mg
median 2100.0 mg
min-max 40.0-5 775.0 mg

Prdmérna denni davka

N 209
mean (SD) 22.2 (5.1) mg
median 25.0 mg
min-max 10.0-36.8 mg




Long-term treatment with Len + Dex improves
depth of response

MM-009 and MM-010: CR or VGPR achieved in
114 of 353 patients treated with Len + Dex

S
E ™ Past cycles M Current cycle
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Treatment cycle
Continuing Len + Dex treatment results in additional late CR or VGPR

Harousseau JL, et al. Haematologica. 2010;95:1738-44.



Patients having a VGPR or better with
Len + Dex treatment have longer TTP

Pooled analysis of MM-009 and MM-010 (N = 114)

Median follow-up 48 months

100, —!_CR or VGPR
~ 804 PR
2
[ 60 27.7 months
.E’ 40 - VS
= 12.0 months
o

20

p <0.001
O T 1 1 1
0 20 40 60 80

Time to progression (months)

Harousseau JL, et al. Haematologica. 2010;95:1738-44.



Patients having a VGPR or better with
Len + Dex treatment have longer OS

Pooled analysis of MM-009 and MM-010 (N = 114)

Median follow-up 48 months

100 s
—L— CR or VGPR

80 - PR
e
g 60 - lﬂ Not reached
S 40- vs
E 44 .2 months

20 1 p =0.021

O T T T 1
0 20 40 60 80

Survival duration (months)

Harousseau JL, et al. Haematologica. 2010;95:1738-44.



Tumouricidal and immunomodulatory effects
of Len induce a sustained response

Improves immune
function and
tumour killing

1
|
1
1
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|
! Reduces
; multiple myeloma
v cell burden

Graph line is a schematic representation of an idealized response, not based on actual data.

*Tumour burden as estimated by measurement of bone marrow
plasmacytosis, M protein, B,-microglobulin, or lactate dehydrogenase. For references see Appendix.



Souhrn - revlimid u MM 2011

e Svet - urzovaci léCba — benefit/cost/risk

« CR - posun do 2. (resp.dFfivéjsi linie) znamena
2x vice PR, casteji KR, 0 25% meneée PG
podstatné zvyseni ORR

 Délka lécby — 5 més., kumulativni d. 2100 mg (50%!!!)
- rev.ob den, krehkost pac.
- stale nizsi ORR, CBR
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