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* Modelovy p fiklad optimalizace
* Nejvyznamn €jSi lé cebny pokrok

e Nejvyznamn €jSi vyzkumny pokrok
e Limitace sou €asnych strateqii
* Nove leky a jejich o cekavany p Finos




Modelovy p Fiklad optimalizace

Udrzeni vysoké U ¢innosti
bortezomibu (Velcade)

Pri zasadnim snizeni cetnosti
polyneuropatii




VISTA: Celkové preziti

e3-letée OS : MPV 68.5%, MP 54.0%
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eMedian follow-up: 36.7 months
eMedian OS

¢ MPV: not reached (109 deaths)
e  MP: 43.1 months (148 deaths)
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ePrezi

eHR 0.653 (95% CI 0.508-0.840); p = 0.0008
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eMateos MV, et al. J Clin Oncol. 2010;28:2259-6




Bortezomib: 2x tydné vs 1x tydng

VMP
(VISTA)

VMP

twice-weekly

VMP

once-weekly

CR
2-year PFS

30%
48%

27%
56%

23%
58%

Sensory PN
Any grade
Grade 3/4

Discontinuation due to PN

44%
13%

na

44%
14%
16%

22%
2%
4%

Total planned dose

Total delivered dose

67.6 mg/m?

na

67.6 mg/m?
40.1 mg/m 2

46.8 mg/m?
39.4 mg/m?

Bringhen S et al. Blood. 2010 Aug 31. [ Epub ahead of print]




Bortezomib podkozné

A Phase 3 Prospective Randomized International Study

(MMY -3021) Comparing Subcutaneous and Intravenous

Administration of Bortezomib In Patients with Relapsed
Multiple Myeloma

Philippe Moreau!®, Halyna V Pylypenkcd”, Sebastian Grosickd’, Evgeniy E Karamanesht’,
Xavier Leleu®, Maria E Grishunina®’, Grigoriy B Rekhtman?*, Zvenyslava Masliak®, Tadeusz
Robak®, Anna V Shubina'®, JeanPaul Fermand'!’, Martin Kropff 12, James Cavef’, Sudha
Parasuramant4, Huaibao Feng®", Donna M Skeé>*, Helgi van de Veldés*, William M Deraedt16*
and JeanLuc Harousseau’

eMoreau et al. Blood 2010; 116(21): Abstract 312 (oral presentation)
Moreau et al. Lancet Oncol 2011 [Epub ahead of print]




Schéema qdudie

eMulticenter, international, open-label phase Il
(n=148)
SC bortezomib 1.3 mg/alays 1, 4, 8, 11

If <CR after 4 cycles, add Dex 20 mg
/ sJKe eEight 21-day cycles

(+ 2 cycles if
unconfirmed or delayed

PR
IV bortezomib 1.3 mg//hdays 1, 4, 8, 11 )
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Endpoints: primary — ORR after 4 cycles; secondary- CR, nCR, VGPR after
4 cycles, ORR after 8 cycles (including effect of R DOR, TTP, PFS, lyear survival, TTR; other —
safety, tolerability, PK, PD

Eligibility criteria: relapsed disease, no prior bortezomib, 13 prior lines of therapy, no grade>2 PN or
neuropathic pain

eMoreau et al. Blood 2010; 116(21): Abstract 312 (oral presentation)
Moreau et al. Lancet Oncol 2011 [Epub ahead of print]




Periferni neuropatie - cetnost

Bortezomib  Bortezomib  p-value
AV SC

(N=74) (N=148)

Any PN event, %
Grade =22, %
Grade =23, %

Risk factors for PN, %
Grade 1 PN at baseline
Diabetes at baseline

EXxposure to prior neurotoxic agents

53 38 0.04
41 24 0.01

16 6 0.03

28 23
11 13
85 86

eMoreau et al. Blood 2010; 116(21): Abstract 312 (oral presentation)
Moreau et al. Lancet Oncol 2011 [Epub ahead of print]




Zaver pro optimalizaci

Pri vyuziti dostupnych optimaliza €nich
moznosti m uzeme nabidnout
v roce 2011 a dale nemocnym s MM

pouziti bortezomibu mnohem
bezpecneji nez d rive s ohledem na
dlouhodobou toxicitu — polyneuropatii
PNP celkove: z 50-60% na 15-20%
PNP st. 3-4: z 13-16% na 2-4%




Zaver pro optimalizacl

Bortezomib a thalidomid jako prvni
z novych U €innych lek U indukuji PNP,
ktera je dlouhodobym nelé ¢€itelnym

nezadoucim U cinkem.

Noveé inhibitory proteosomu
(carfilzomib) a nove IMIDs
(lenalidomid) neindukuji PNP.




* Modelovy p riklad optimalizace
e Nejvyznamn ¢€jSi |é cebny pokrok

e Nejvyznamn €jSi vyzkumny pokrok
e Limitace sou €asnych strateqii
* Nove leky a jejich o cekavany p Finos




Udrzovaci le ¢ba lenalidomidem




Udrzovadi |ecba lenalidomiden statisticky
vyznamneé prodluzuje dobu do relapsu a celkog
preziti u noveé diagnostikovanych nemocnych s M

eMM-0151 e|FM 2005-02 eCALGB 100104

eMaintenance Therapy eMaintenance Therapy

eNDMM/Continuous Therapy ePOst-SCT ePost-SCT

eHR 0.40,P <0.001 eHR 0.50,P < 0.0001 eHR 0.40,P < 0.0001

e1. Palumbo A, et al. Blood. 2010; 116: Abstract 622
e2. Attal M, et al. Blood. 2010; 116: Abstract 310
SCT, stem-cell transplantation ¢3. McCarthy P, et al. Blood; 2010; 116: Abstract 37




IFM 2005-02 : OS
(to November 2010)

Placebo Revlimid
N=307 N=307

Death 45 50

5-year post diag OS 819% 81%

(or 4-year post Rando)

Hazard Ratio 1.12 (0.75-1.68) 0.57

Soucasneé nejucinnejsi lécebné protokoly dosahuji pri
primérené intenzité mimoradnych vysledki




Zavér pro UL lenalidomidem

Jde 0 novy mimo Fradny mechanismus
ucinku, ktery neni p rimy
protinadorovy, ale pravd epodobn é

Imunomodula ¢ni.

Vysledkem je tém er dvojnasobné
prodlouzeni intervalu PFS, coz nebylo
pozorované od doby prvniho pouziti

melfalanu a prednisonu oproti kontrole
40 let zp et.




Zavér pro UL lenalidomidem

Jak thalidomid, tak lenalidomid jsou
teratogenni la tky, lenalidomid

v udrzovaci lé €beée indukuje
sekundarni nadory.

ReZimy UL s lenalidomidem budou
nyni optimalizovaneé.

Presto je cilem vyzkumu najit
bezpe cnejSi imunomodula ¢ni lék.




* Modelovy p riklad optimalizace
* Nejvyznamn €jSi lé cebny pokrok
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ldentifikace r uznych klon U
mnoho cetneho myelomu




Clinical Course - Case Report
















Zaver pro vyzkumny pokrok

MM ma fadu podtyp U obecn é

MM mé nékolik klon U s rdznymi
vlastnostmi | u jednotlivce

Moznost individualni monitorace klon U
v prubéhu Ié ¢by by byla velkym
pokrokem k ,personalised”“ |é ¢€be

Stavajici reakci je jen intenzivni
kombinace rezimu u nove dg.




* Modelovy p riklad optimalizace
* Nejvyznamn €jSi lé cebny pokrok

e Nejvyznamn €jSi vyzkumny pokrok
e Limitace sou casnych strateqii
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Soucasne lée cebné strategie

Kombinovane rezimy s neju  €inn ejsimi
leky v primolé ¢beé se snizenim
iIntenzity a prodlouzenim délky podani

bez nebo s autologni transplantaci a
vzdy s udrzovaci |é c¢bou lenalidomidem
Jsou stavajici ,NEJ“U ¢inn e|Si protokoly.

Jejich potencial u mladsich jedinc  u:
80% celkové p reziti v 5 letech.




VVCD Induction
VMP vs. MEL-200
VRD consolidation
Len maintenance

Zahajeni v EU: 4/2011

Zahajeni \CR: 9/2011

CESKA MYELOMOVA SKUPINA

T A %
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o 5 eCeska myelomova skupina a jeji nadaéni fond spolupracuji pfi zajiStovani informacniho servisu

_NADACNIFOND _ pro nemocné s mnohocetnym myelomem




EMN 02 - LéCebné schéma

® 1570 patients (younger than 65 years) randomized from 12 countries

® Patients: Symptomatic disease, organ damage, measurable disease

VMP

Four 42-day courses
eV: 1.3g/sgm, d 1,4,8,11
eM: 9 mg/sqgm, d 1-4
eP: 90 mg/sgm, d 1-4
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MAINTENANCE

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

VCD

Three 21-day courses
eV: 1.3g/sqm, d 1,4,8,11
eC: 500 mg/sgm, d 1,8
eD: 40 mg, d 1,4,8,11

CONSOLIDATION
two 28-day course

V:1.3mg/sqmd 1,4,8,11
R: 25 mg/day, d 1-21
D: 40 mg,d 1,4,8,11

MEL 200

eTWO courses
eM: 200 mg/m2 day -2
eStem cell support day 0

MAINTENANCE
28-day course until relapse

R: 10 mg/day, days 1-21

Z 0" 14> N—""Z200Z2>»2T
Z 0" 14> N—"Z200Z2>»T2X

V, bortezomib; C, cyclophosphamide; D, dexamethasone; R, lenalidomide; M, melphalan; P, prednisone




Absence cilené |é €by
Absence prediktivnich faktor
&

Nedokonalost prognostickych
faktor u a absence
,Risk-oriented” |[é ¢ebnych
strategii




Absence cilené |é cby




Protinadorovy ucinek bortezomibu

eReduces anti-apoptotic signaling

elnduce Mcl-1 cleavage
eSuppress levels of Bcl-2 (NikB)

eInhibits cell-cycle
eEnhances p53 levels
eStabilizes p21 and p27
eInduces MKP-1 ¥p-ERK)

elmpacts on the UPR
elnduces pro-apoptotic UPR and

TN

eENnhances pro-apoptotic signali

eAccumulates Bax
eActivation of JINK
elnduction of ROS

—

| oBortezomibl

S

suppresses anti-apoptotic UPR gefes

eENgages mitochondria

eRelease of Smac/cytochrome
eDisrupts calcium uniporter

~—_

eSuppresses adhesion

eDown-regulates VLA-4, ICAM-1,
VCAM-1

eReduces migration, invasion

eDecreases autocrine loops
eStromal & plasma cell IL-6
eand VEGF

eMaximizes immunologic effect

eInhibits surface HLA 14NK)
elncreases surface HSP90 (Dendrific)

@ 5hah & Orlowski. Leukemia 2009; 23(11): 1964-1979




Absence prediktivnich faktor u




Zaver pro ,Limitace sou c¢asnych strateqii®

U MM neni k dispozici [ék s cilenym
mechanismem U €inku.
Léky se pouzivaji vzdy v kombinacich.

Neexistuje prediktivni faktor, ktery by
umoznil vybrat podskupinu nemocnych,
napfr. rezistentni na ur cCity typ lé cby Ci
nejaky lek.




Zaver pro ,Limitace sou c¢€asnych strateqii®

U MM je k dispozici rada prognostickych
konven €énich | modernich genomickych
prognostickych faktor U — nejsou

dokonale.

S ohledem na p rekotnost vyvoje v |[é chy
u MM se jejich vyznam stale up Fesnuje.
K dispozici je z toho d uvodu jen jeden
protokol typu ,Risk-oriented treatment®.




* Modelovy p riklad optimalizace
* Nejvyznamn €jSi lé cebny pokrok

e Nejvyznamn €jSi vyzkumny pokrok
e Limitace sou €asnych strateqii
 Nové |éky a jejich o cekavany p Finos




Potencalni cile

. Dasatinib | Imatinib




Kolik ma me novych lek U

180 novych | eku v preklinickych studi ich
+ 30 v klinickych studi ich

JEN 3 s vyznamnou aktivitou u MM
(pomalidomide, carfilzomib, bendamustin)

eStewart K., ASH 2009, Ed. Session




Zaver pro noveé leky

Rada dal3ich novych Iék ©
VSe jde velmi rychle

Dobre pro nemocne

ODbtizne pro leka re

Neresitelné pro v eédce zam eérené na
predikcl a prognostiku




Dékuji za pozornost




