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Modely vyvoje myelomovych klon

ad. Linear aquisition of genetic change

Clonal succession and selective sweeps driving homogeneity

b. Branching evolutionary aquisition of change

Clones with a distinct
— pattern of mutations
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Cil sou ¢casné |é cebne strategie

Indukce Konzolidace Udrzovaci lé c¢ba
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Cil sou casné |é €ebné strategie

= Jiz ne pouze CR, ale nové ICR = imunofenotypova CR !

Tumour bulk Induction Maintenance
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1.

Jak reaguje nase |é €ebna strategie
na znalost o moznosti n ékolika klon U
u nemocnych s MM p fi stanoveni dg.?

Meli bychom dat to neju ¢€inn €jsi, co
mame, hned na za catku = ale to dnes
umozn uji jen n ektereé klinické studie




Paradox .STOP rules“v CR

,Lé €ba ur ¢itym novym lékem je dnes
nutné ukon c¢it, pokud po 4. cyklu
kombinované |é ¢by nedojde alespo n k
parcialni remisi, nebo kdykoliv v
pripadeé progrese onemocn éni."

= tedy v podstat e pfi rezistenci klonu
na dany lek mame dnes zkusit jiny !




2.

Jak reaguje nase lé cebna strategie
na znalost o prognostickém riziku?

Nijak!
Zatim jde o informaci pro nemocneho
a jeho rodinu jakym sm érem se
onemocn éni asi bude ubirat

X  tailoring therapy“ O




Impact of bortezomib on outcome in pts with high-
risk cytogenetics: Results from 3 European trials

Vel-based | Non Vel-based
regimens regimens

Median PFS

Overall 41.5 mos 33 mos

Pts with high-risk cytogenetics

Pts without high-risk cytogenetics 47 mos 38 mos

Pts with t(4;14), but no dell7p
Pts with dell7p, but no t(4;14)

Benefit for standard-risk group and overall population is greater
than for high-risk group

Cavo et al. ASH 2012 (Abstract 749), oral presentation




3.

Potrebujeme autologni transplantaci?

\\[e]
A prvni srovnavaci studie nazna cCuji,
Ze noveé leky ji nemaji potencial

N v/

nahradit x bézi dalSi studie




Cyclophosphamide-Lenalidomide-
Dexamethasone vs Autologous

transplant in newly diagnosed
myeloma: a Phase lll trial
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Treatment schedule

e 389 patients (younger than 65 years) randomized from 59 centers

e Patients: Symptomatic disease, organ damage, measurable disease
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RD
Six 28-day courses
C: 300 mg/sgm, days 1,8,15
R: 25 mg/d, days 1-21
D: 40 mg days 1,8,15,22

RP_MAINTENANCE
28-day courses until relapse
R: 10 mg/day, days 1-21

P: 50 mg every other day

Rd

four 28-day courses
R: 25 mg/d, days 1-21
d: 40 mg/d, days
1,8,15,22

MEL200

two courses

M: 200 mg/m2 day -2
Stem cell support day 0

R MAINTENANCE
28-day courses until relapse
R: 10 mg/day, days 1-21
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R, lenalidomide; D, dexamethasone; C, cyclophosphamide; P, prednisone; MEL200, melphalan 200 mg/m




Patient Characteristics

Age (median)
=60y

ISS Stage I/1I/11

Chromosomal
Abnormalities

t(4;14)
t(14;16)
dell7

CRD, cyclophosphamide-lenalidomide-dexamethasone; MEL200, melphalan 200 mg/m

CRD
(N=194)

57
36%

43%/ 38%/ 19%

23%
7%
10%

MEL200
(N=195)

o7
37%

44%/ 38%/ 17%

16%
13%
8%

2, ISS, International Staging System;




Progression Free Survival
32% Reduced Risk of Progression

Median follow-up 28 months
2-years PFS Median PFS

MEL200 73% Not reached

CRD 60% 35 months
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CRD, Cyclophosphamide-lenalidomide-dexamethasone; MEL200, melphalan 200 mg/m 2. PFS, progression free survival; HR, hazard ratio




PFS: subgroup analysis

Age < 60 years ISS Stage | Absence of Ctl(étl 174), t(14,16)
e

:
MEL200 MEL200 MEL200

00" MEL200 .00 MEL200
MEL200

CRD .50 507 CRD

0.25 0.25 0.25

HR 0.49, P=0.009 HR 0.38, P=0.003 HR 0.51, P=0.04
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Overall Survival

Median follow-up 28 months

2-years 0S

MEL200 89%

CRD 92%
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CRD, cyclophosphamide-lenalidomide-dexamethasone; MEL200, melphalan 200 mg/m 2, OS, overall survival; HR, hazard ratio




Novel agents alone
Versus

Intensive therapy + novel agents:

3-4xCVD + Induction

Stem-cell aphaeresis Stem-cell mobilization in all
patients

HDM 1/2

2 x VRD None Consolidation

Maintenance until

replacement
|

HDM/ASCT at relapse NCT01208766. Available from: http://clinicaltrials.gov. Accessed October 2011.

Lenalidomide Lenalidomide




4.

Je vhodna konsolidace ¢i udrzovaci
lécba MM?

\\\[e]
Lenalidomid jisté . Ktera jina |é cbha
dokud nebude povolen lenalidomid
v UL neni jasné. Bortezomib ma lepsi
vysledky nez thalidomid !




Phase 3: VTD vs TD (GIMEMA study)
Impact of VTD consolidation

VTD D P
CR post-consolidation 61% 47% 0.012
CR/nCR post-consolidation 73% 61% 0.02
Landmark analysis from start of consolidation (30 months median follow up)

3-yr probability of relapse or progression 38% 52% 0.039
3-yr PFS 62% 46% 0.025

e Superior PFES with VTD vs TD consolidation retained across poor prognosis
subgroups (t(4:14) and/or del(17q), del(13q), B,-M >3.5 mg/L, LDH >190 U/L, ISS stage
2 and 3) B
No OS difference between two groups
Both treatments well tolerated
 Frequency of grade 3-4 AEs comparable in both groups (9.3% VTD, 8.6% TD)
e PN with VTD 0.6%, skin rash and DVT 0.6% in each group
o Patients treated with VTD received 93% of planned doses of bortezomib and
thalidomide

Cavo et al. ASH 2011 (Abstract 1871), oral presentation




VTD consolidation: long-term follow up

 Aim: Assess impact of minimal residual disease (MRD) detection by real
time quantitative PCR on late recurrences and OS

o Patients (n=39) 2 VGPR post ASCT received VTD consolidation*

Probability of PES Probability of OS

No SMR

5 yr OS 100% vs 74%, p=0.012
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SMR: Standard molecular remission (MRD negativity on two
consecutive samples by RQ-PCR)

*Ladetto et al. J Clin Oncol 2010 ;28(12):2077-84 Ladetto et al. ASH 2011 (Abstract 827), oral presentation




Vyznamne delsi PFS v rameni s UL
lenalidomidem

MPR Lenalidomide Continuous Therapy
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HR 0.340
P < .001
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HR, hazard ratio; MP, melphalan, prednison; MPR-R, melphalan, prednison, lenalidomid s udrzovaci
lecbou lenalidomidem; PR, ¢aste¢na odpovéd; VGPR, velmi dobra ¢astecna odpovéd




Lenalidomide maintenance therapy

Study detalls

Treatment

Outcome

IFM 2005-021

Median follow-up:

45 months

Lenalidomide

Placebo

PFS
41 months

23 months
pP<0.001

4-year OS
713%

75%
pP=ns

CALGB 1001042

Median follow-up:

34 months

Lenalidomide

Placebo

TTP
46 months

27 months
p<0.001

DI
n=35

n=53
p=0.03

Occurrence of secondary primary malignancies (SPMs) requires monitoring

1Attal et al. N Engl J Med 2012;366(19):1782-91
°McCarthy et al. N Engl J Med 2012;366:1770-81




Post-ASCT maintenance: VT versus Thal

versus Interferon- a2b
Phase |IIl PETHEMA/GEM randomized trial

‘ 1st randomization

VBMCP/VBAD x 4 THALIDOMIDE/ THAL/DEX"/
+ DEXAMETHASONE* BORTEZOMIB**
BORTEZOMIB x 2** x6 x 6
(QT+V) (TD) (VTD)

‘ 2nd randomization

INTERFERON- a2b THALIDOMIDE THALIDOMIDE/BORTEZOMIB

n

Response
Status prior to maintenance
CR 49% 53%
VGPR 11% 12%
Status after maintenance
CR 64% 72%

IEN: Interferon-a2b Rosinol et al. ASH 2012 (Abstract 334), oral presentation




Post-ASCT maintenance: VT versus Thal
versus Interferon alfa2b

IFN  Thal VT
Median follow-up: 34.9 months B 90 57 39

PFS from maintenance PFS
Significant benefit
for VT, p=0.0009

pts with PFS poor for all
high-risk MM arms
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No significant
overall group difference between
arms, p=0.47

o
-
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pts with
high-risk MM

IEN: Interferon-a2b Rosinol et al. ASH 2012 (Abstract 334), oral presentation

Poor for all arms




5.

Ktery rezim je optimalni u senior u?

V primolé ¢beé nepochybn e bortezomib
based indukce, zvlastée kdyz je nyni
optimalizovana v tydennim rezimu

+ S moznosti s.c. podani




OS advantage MPV versus MP

compares favorably to 6.6 months OS advantage of
MPT versus MP, no OS advantage of MPR-R [yet?]

Median OS advantage 13.3 months
S-year OS 46.0% vs 34.4%
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Group N Event Median HR (95% CI) P-value
MP 338 211 43.1
VMP 344 176 56.4 0.695 (0.567, 0.852) 0.0004

1
6 12 18 24 30 36 42 48 54 60 66 72 78
Time (months)

V = Velcade, M = Melphalan, P = Prednisone

San Miguel et al. J Clin Oncol 2013;31(4):448-55




Bortezomib 1.v. versus S.cC.

o 222 patients with relapsed and/or refractory MM
« Bortezomib given at conventional dose and scheme

Bortezomib i.v. (n=73) Bortezomib s.c. (n=145)

Primary endpoint: response after 4 / 8cycles
(single agent bortezomib or +/-dex)

ORR 42% [ 52% 42% [ 52%
CR 8% / 12% 6% / 10%
TTP 9.4 m 10.4 m

All grades Grade =3 All grades Grade =3
2eripheral

\leuropathy 53% 16% 38% 6%

Moreau et al. Lancet Oncology 2011; 12(5): 431-40
Arnulf et al. Haematologica 2012;97(12):1925-8




0.

Jak postupovat u starSich a k rehkych
nemocnych?

Individualn e, s planovanou redukci

lecby umozn ujici dobrou toleranci.
Je lepsi kumulativni davku podat

nemocnému v delSim c¢asovém obdobi.




Redukce davek s ohledem nav ek

< 65 years 65-75 years > /5 years or
65-75 years with
comorbidities

Prednisone 2 mg/kg 1 mg/kg 1 mg/kg

Dexamethasone | 40 mg day 1, 8, 15, 22 40 mg day 1, 8, 15, 22 20 mg day 1, 8, 15, 22

Melphalan 0.18 mg/kg days 1-4 0.18 mg/kg days 1-4 0.13 mg/kg days 1-4

Thalidomide 200 mg/day 100-200 mg/day 50-100 mg/day

Lenalidomide 25 mg days 1-21 15-25 mg days 1-21 10-25 mg days 1-21

Bortezomib 1.3 mg/m? 2 x per week | 1.3 mg/m? 1-2 x week 1.3 mg/m? 1 x week

Palumbo & Anderson. N Engl J Med 2011;364(11):1046-60




Shrnuti:

e pouzit neju €innejsi rezim hned v Uvodu
onemocn éni ve snaze dosahnout co
nejlepsi |lé €ebné odpov éedi
= pokud dojde k relapsu, vzdy uz bude

|écebna odpov ed’ horsi

» cilem |é €by je dnes imunofenotypova CR
(ICR), jiz ne ,pouze” CR'!

o stratifikace |é cby dle rizika
—Vvyuzivat v praxi znameé PF (ISS a FISH)

e |€é¢bu prizpusobit stavu+v éku nemocnéeho




Dekuji za pozornost !




