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Vychodisko:

IMIdy, zvl.pak lenalidomid, patri spolu s inhibitory
proteazomu ke klicovym Iékum pro pacienty s MM na
pocatku 21.stoleti

« Pres 5 let pouzivani lenalidomidu v CR jsou vysledky
,hedostatec¢né”

e Jednim z hlavnich, mozna hlavni pricinou je uhradova podminka
« Je nutneé prijmout Soubor Opatreni do jejich zruseni

 Protoze prinos pro pacienty je neoddiskutovatelny



3 cesty maximalizace ucinku

- VCasneé a spravné nasazeni léeku
- Nalezeni vhodnych kombinaci
- Dostatecna délka leCby

- Specifiénost v CR — stop rules 4.cyklus ?!




Vcasné a spravné nasazeni
léku



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

MM-009 and MM-010: prospective subgroup analysis

o 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)

e Prior thalidomide or bortezomib treatment did not affect time to
progression

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



Analysis of Second-Line Lenalidomide
Following Initial Relapse in the
MM-015 Trial

Meletios A. Dimopoulos?!, Maria Teresa Petrucci?,
Robin Foa3, John V. Catalano#, Martin Kropff®,
Zhinuan Yu®, Lindsay Herbein®,
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MM-015: Overall Survival
(Update July 2012)

All patients Stratum age 65—75 yrs
Median OS Median OS
MPR-R 54 mos MPR-R 56 Mmos
MPR 52 mos MPR 54 mos
100 MP 55 mos 100 - MP 52 mos
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(Median follow-up: 53 mos) (Median follow-up: 53 mos)

HR, hazard ratio; mos, months; MP, melphalan, prednisone, and placebo followed by placebo maintenance; MPR, melphalan, prednisone, and lenalidomide followed by placebo maintenance;
MPR-R, melphalan, prednisone, and lenalidomide followed by lenalidomide maintenance; OS, overall survival.

Dimopoulos MA, et al. Blood. 2012;120:abstract 50191.
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MM-015: Baseline Characteristics for Pts

Who Received 2"d Line Therapy

MPR-R MPR MP

Patient Characteristics (n =81/152) (n = 118/153) (n = 126/154)
Median age, yrs (range) 71 (65-84) 71 (65-86) 71 (65-83)

Age > 75 yrs (%) 21 19 21
Male (%) 46 54 50
ISS stage 11l (%) 51 49 48
Median Karnofsky performance scale, % (range) 80 80 90

(60-100) (60-100) (60-100)

Anemia (%)?2 33 41 32
Hypercalcemia (%)° 7 5 5
Bone lesions (%) 75 76 71
CrCl < 60 mL/ min (%) 47 40 45

aAnemia was defined as hemoglobin level < 10 g/ dL or 2 g/ dL less than lower limit of normal. PHypercalcemia was defined as serum calcium > 11.5 mg/ L or

upper limit of normal.
Dimopoulos MA, et al. Blood. 2012;120:abstract 944.



MM-015: Type of 2"d Line Therapy

(OLEP or investigator’s choice)
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apts may have received more than one drug as 2™ line therapy. POther therapy includes antineoplastic agents, bendamustine, carmustine, cyclophosphamide, doxorubicin,
epirubicin, etoposide, etoposide phosphate, fotemustine, investigational drug, melphalan, monoclonal antibodies, other antineoplastic agents, vincristine, and vincristine sulfate

Dimopoulos MA, et al. Blood. 2012;120:abstract 944.
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MM-015: Time From 2"d to 39 Line Therapy |

Median 2" line TTP (95% CI)
100 - MPR-R (n = 81) 14 mos (10-17)
MPR (n = 118) 16 mos (8—24)
29 MP (n = 126) 15 mos (12—-20)
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MP: melphalan-prednisone; MPR: melphalan-prednisone-lenalidomide; MPR-R: melphalan-prednisone-lenalidomide followed by Ilenalidomide maintenance.

Dimopoulos MA, et al. Blood. 2012;120:abstract 944.



Zavery: 2. linie lécby
Vliv 1.linie IéCby na vysledky 2.linie:
* TTP 2.linie bylo podobné ve tfech ramenech

« Kombinace MPR-R nevyvolala rezistentni relapsy

Vliv 2.linine lecby na vysledky 2.linie:

*Po MPR a MP: dlouhé TTP po 2. linii |é€by s LEN-DEX (23 a 18 mésicu
resp.)

*Po MPR-R: zvySeni davky LEN a/nebo pfidani DEX vyvolalo zvladnuti
onemocnéni u nékterych pacientl s biochemickym relapsem

Dimopoulos MA, et al. Blood. 2012;120:abstract 944.

12



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 >VGPR (38) 1 2VGPR (33) 1 2VGPR (22)

> VGPR (%) 4 PR (100) 3 PR (23) é EFFSR(Z(Q)) 1PR (33) 1PR (11) é EER(Z(%)
3 <PR (23) 1 <PR (33) 3 <PR (33)

mao— 1PR (33) . i\éci;’; il 15VGPR (25) | 32VGPR (75) 2 i\F/f’ElP; i) 5 PR (38)

1 <PR (33) s ) 3 <PR (75) 1 PR (25) ey O 6 <PR (46)
1 2VGPR (4)

2 VGPR (29) 1PR (17) 2 PR (67)

< PR (%) 0 4 <PR (57) 3 <PR (50) 1 <PR (33) 2 EER(:)E?@ DSRRIES)

ORR (2PR) 83% 52% 25% 80% 46% 30%

T: thalidomide, L: lenalidomide, P: pomalidomide

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

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




Nalezeni vhodnych
kombinaci



Multiple stepwise genetic alterations and clonal evolution
lead to non-responsive aggressive multiple myeloma
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Combinations in the upfront treatment of

MM
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Dostatecna delka lécby



Optimalni doba trvani lecby
Lenalidomid + Dex
» U pacientu s Ié€ebnou odpovédi ma byt doba lIécby
lenalidomid+ Dex az do progrese choroby; stejny postup je

doporucen u pacientu se stabilizaci nemoci, pokud neni k
dispozici jina lécbha

» Lécba ma pokracovat v nejlépe tolerovanych davkach obou
[ (V]

e Opatrnost pri dlouhodobé lé¢hé Dex

» (Opatrnost pri dlouhodobé léché Len)

Dimopoulos MA, et al. Leukemia. [Epub ahead of print 2011 Feb 4].



Efficacy and Safety Profile of Long Term Exposure to

Lenalidomide in Relapsed Multiple Myeloma
G Fouquet! S Tardy?, H Demarquette!, S Bonnet!, J Gay?, H Debarri?,

C Herbaux?, J Michel?, A Perrot?, C Serrier?, D Miljkovic3, C Boccacio?,

H Avet-Loiseau?, T Facon?!, C Hulin? and X Leleu?

2-3 years 2 3 years
Patients exposed to Len, N (%) n=22 n=28
ORR (z PR) 22 (100) 27 (96.4)
> VGPR 18 (81.8) 19 (67.8)
Months Median Range
Time to first response 2 1-5
Time to best response 4.5 2-9

 ORR was similar across number of previous relapses
— 2 VGPR rate was lower in patients at third relapse and beyond (50%; P = ns)

Cl, confidence interval; Dex, dexamethasone; Len, lenalidomide; NS, non-significant;
OR, odds ratio; ORR, overall response rate; PR, partial response;
TTP, time to progression; VGPR, very good partial response Fouquet G, et al. Poster presentation ASH 2012; abstract 2964.



Vysledky
Délka léCby a doba do progrese (TTP)

* Median follow-up byl 4 roky
* Median trvani Len/Dex pro celkovou kohortu byl 3 roky (2-7)
» Délka |éCby byla podobna napfi¢ vékovymi kategoriemi a pocty pfedchozich relapsu

» 28 pacientu (56%) dostavalo Len/Dex = 3 roky, pro tuto skupinu byl median délky lécby na
Len/Dex 4 roky (3-7)

 Median TTP nebyl dosazen
o 4-lety vyskyt TTP byl 51.5% pro celou studijni populaci

» Pozorovany vyskyt TTP v 37 mésicich byl 78.3% u pacientt vystavencyh ucinkim Len/ Dex

do dobu 2-3 let a 91.3% u pacientu vystavenych ucinkim = 3 roky (OR 11.052 [95%ClI, 0.94-
129.91], P = 0.025)

Cl, confidence interval; Dex, dexamethasone; Len, lenalidomide; NS, non-significant;
OR, odds ratio; ORR, overall response rate; PR, partial response;

TTP, time to progression; VGPR, very good partial response Fouquet G, et al. Poster presentation ASH 2012; abstract 2964.



Zavéry autoru

e SoucCasnha studie poskytuje odhady odpovédi, TTP a bezpecCnosti u
skupiny MM pacientt dlouhodobé I|éCenych Lenalidomidem v
relapsu.

* 62% pacientu zustalo na Lenalidomidu dele nez 3 roky, coz svédci
0 ucinnosti a dobrem bezpecnostnim profilu Lenalidomidu v relapsu
bez ohledu na vék a pocet predchozich terapii.

o V této studii nebyl dlouhodobé pozorovan zadny zvyseny vyskyt
nezadoucich ucinku v€etné SPM.

Len, lenalidomide; RRMM, relapsed/refractory multiple myeloma;
SPM, second primary malignancy; TTP, time to progression. Fouquet G, et al. Poster presentation ASH 2012; abstract 2964.



Experience With long-term Lenalidomide treatment in the clinical
setting: Results from the UK Revlimid® Treatment Continuation

Scheme™ (TCS)

Cathy D. Williams?!, Mathew Simcock?, Imran Lodhi3, Suzanne K. Robinson?, Faith E. Davies*

» Patients with RRMM who received 2 prior lines of therapy and Len+Dex within the TCS
o 1,779 patients with RRMM from 193 treatment centres in England, Wales and Scotland were

evaluable
* 65% patients (n = 835) initiated Len treatment according to the recommended starting dose of 25
mg/day
Baseline Characteristics N=1,779
Age, years
Median 69
Range 23-91
Age groups, n (%)
< 65 years 624 (35)
=65 to <75 years 702 (40)
=75 years 453 (25)

Len, lenalidomide, RRMM, relapsed/refractory multiple myeloma

TCS, Treatment Continuation Scheme Williams C, et al. Poster presentation ASH 2012; abstract 4067.



Dose modifications

« Dose modifications were reported in 48% (n = 851) of all patients

* For those patients who started on Len 25 mg/day and received
= 1 cycle, 48% (n = 492) of patients required no dose adjustments

« There was a positive relationship between dose adjustment and duration of
treatment:

— Patients who had at least one dose adjustment received a higher mean number
of treatment cycles than patients who had no dose adjustment (15.0 vs 7.3, P <
0.0001)

 There was a significant negative correlation between age and the number of
cycles administered (P = 0.004)

Len, lenalidomide Williams C. et al. Poster nresentation ASH 2012 abstract 4067.



Zavéry autoru:?

* Tento velky soubor udaju (N = 1,779) z prostfedi klinické praxe ukazuje, jak pocatec¢ni davka Len a
Upravy davky maji vliv na délku lé€bu pacientd s RRMM v Anglii, Walesu a Skotsku.

» Byla pozorovana pozitivni korelace mezi doporu¢enou pocatecni davkou Lenalidomidu 25 mg/den a
delSim trvanim IéCby

 Vék (< 75 let) byl spojovan se zvySenou pravdépodobnosti s dosazenim léCby 24 mésicu

e Individualni modifikace davek Lenalidomidu béhem IéCby byly spojovany s prodlouzenou délkou
|éCby v této uprave

— Také vysledky ze studii faze 3 MM-009/-010 ukazaly, Ze patficné upravené davky umoznuji pacientim
zvladnout nezadouci UCinky a zustat na lécbé?

» Délka IéCby pozorovana v této analyze byla stejna se zjiSténimi v klinické studii faze 3

— Median délky lé¢by Lenalidomidem byl 9,2 mésicu u pacientl s 2 pfedchozimi terapiemi?

DalSi analyza s delSim ,follow-up® bude vypracovana po zadani pacientu do databaze

1. Williams C, et al. Poster presentation ASH 2012; abstract 4067.
. ] ) 2. San-Miguel JF, et al. Clin Lymphoma Myeloma Leuk. 2011;11:38-43.
Len, lenalidomide; RRMM, relapsed/refractory multiple myeloma. 3. Stadtmauer EA, et al. Eur J Haematol. 2009;82:426—32.



Situace v CR, uhradova
podminka aco s tim



Situace v CR, stop rules a co s tim 1:

Soucéasné pouzivané rezimy
— CTD, CD, (CVD, VD) pfed ASCT
— MPT, MPV

Nova data oteviraji lepsi moznosti Ié€by 1.linie
— VTD, VRD, VCD, PAD pfed ASCT
— MPR-R, VMPT-VT; VMP-VT , Rd

Pokracujici Ié€ba zvysSuje trvani odpovédi

Individualizace lé€by pro starsi pacienty je nutna pro udrzeni moznost
dlouhodobée terapie



Situace v CR, stop rules a co s tim 2:

 Rozdily mezi centry !!!

1/ Spravna indikace, véasnost |éCby

2/ Rozsifeni kombinace pfi nedostateéném tvodnim efektu — VCAS pred
4.cyklem

Vlozeni kombinace pred 4.cyklem
- ucinek se muze projevit az po 5 a vice mésicich
- SD je takeé ucinek (i kdyz to nemame fikat)

3/ Reseni toxicity

- rustové faktory
- modifikace davky, prodlouzeni cyklu



Lééebné kombinace v CR

Rezim lécbv

Podil pacientu (%)

-

48%0

52%0

[ dvojkombinace HH trojkombinace

Prehled rezimu Ié¢by

RP 11 (4.2%)
RD 122 (46.6%)
RAD 60 (22.9%)
RCD 33 (12.6%)

\ ostatni 36 (13.7%)

RP

RD
RAD
RCD

ostatni

4,2%

I] 46,6%

I] 22,9%

12,6%

13,7%




Pocet cyklu lécby Revlimid: VFN Praha

Ve studii (N=17)1

Relaps N Priamér (95% IS) Median (min; max)
1 6 10,0 (5,6; 14,4) 10,0 (5.0; 20,0)
2. 4 10,8 (4,6; 17,0) 8,6 (6,0; 20,0)

3. 2 11,0 (9,0; 13,0) 11,0 (10,0; 12,0)
Celkem 12 10,4 (7,6; 13,3) 10,0 (5,0; 20,0)

Mimo studii (N=73)2

REES N Primér (95% IS) Median (min; max)
1. 21 6,0 (4,9;7,1) 7,0 (1,0; 10,0)
2. 25 52(4,1;6,3) 5,0 (1,0; 10,0)

3. 14 6,1 (4,8;7,4) 6,5 (1,0; 9,0)
Celkem 60 5,7 (5,0; 6,3) 6,0 (1,0; 10,0)

Poznadmka: 1 Neuvedeno u 5 pacienttl. 2 Neuvedeno u 13 pacientt
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