Inmortalisation

Non-malignant
accumulation

Malignant Aggressive growth In vitro
Transformation Stromal independent proliferation

Normal MGUS MM Plasuibasll o
leukaemia

Primary IGH Secondary IGH
Translocations Translocations

San Miguel J. HematolJ. 2003 4(suppl 3):201-207



Ubiquitin — proteazomova metabolicka cesta
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Protein 265 Proteasome
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Ub = ubiquitin
Lys = lysine _’5;.1, j"‘* Degraded
- proteins

1. Myung J et al. Med Res Rey. 2001:21:248-273.
2. DeMarting GN et al. J Biol Chem, 1999, 274 22123-22126.



8. 12. bude udelena Nobelova cena za chemii 2004

... Za ubikvitinem zprostredkovanou
degradaci proteinu.

Aaron Ciechanover a Avram Hershko
Technion, Israel Institute of Technology, Haifa,

Irwin Rose
University ofCalifornia, Irvine,



Ubiquitin — proteazomovy metabolicky cyklus
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VELCADE® (Bortezomib)
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[reversible inhibitor of chymotryptic
active site of proteasome B subunit)

Millennium Pharmaceuticals, Inc., 2003,



Bortezomib (VELCADE®)
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SUMMIT - charakteristika studie

oteviena, multicentricka, 202 pac.

primarni analyza: 0S (KR+PR+MR)

- kriteria odpovédi dle EBMT

sekund.analyza: bezpecnost, QOL, klinicky ptinos
relabujici/refrakterni MM

alespon 2 predch. linie leCby

trombo > 30 000

clearance > 30 mL/min



SUMMIT — plan Iééby

VELCADE 1,3 mg/m?

21-denni cyklus (den 1,4,8,11)

8 cyklu

- pi1 KR + 2 cykly po dosaZeni

+ Dex (20 mg den 1+2, 4+5, 8+9, 11+12)

- pt1 progr. po 2 cyklech

- pt1 SD po 4 cyklech

V pripadé€ odpovédi event. prodlouZeni th. (,,extension
phase*)



SUMMIT - souhrn

aktivita u refrakterniho MM (hodnoceno 193 pac.)

median trvani odpovédi — 12 mes.
median OS — 16 m¢s.
unosna toxicita

progrost. faktory: odpovéd nezavisla na: typu MM, del 13,
PS (Karnofsky), beta 2 mg



SUMMIT - odpoveéd’ nezavisla na poctu a typu
predchozich Iééebnych rezimu

CR+PR=27%

35% 1
30% -
25% -
e 20% -
15% -
10% -
3% A
0%

ate

n=193

Response

2-3 4-6 27 Thal SCT
Prior Therapies

Adapted from data in Richardson P etal. & Engl ) Med 20035348 2609-2617.
Fichardson P et al. ASCO 2003, Abstract 2338,



SUMMIT - doba preziti (OS)

Percent Survival Over Time (N=202)
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Fichardson P et al. N EnglJ Med 2003 348:2609-261 7.



SUMMIT - doba trvani odpovedi

Percent Pts Maintaining Response (CR+PR+MR) Over Time (n=67)
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Velcade — vysledky v CR (9/2004)

I
Stage (Durie-Salmon)
1]

IgG
M-component igA

LC

Time since Dg. (Mo) median
[B.microglobulin median

Albumin median

No of previous lines of therapy
Corticosteroid

Any alkylating agent

Any anhracycline

ASCT single

ASCT double
Thalidomide




Velcade — vysledky v CR. Odpovéd’ nezavisla
na pocétu a typu predchozich rezimu

Number of previous| Number | Complete | Partial | Minor | Treatment
lines of treatment |of patients| remission | response | response| failure




SUMMIT — nejCasteéjsi nezadouci ucinky
(N=202)

O iarhoea

C onstipation

somitirg O Grade 1-2

Anorexia

Thrombocytopaenia B Graded

Anaemia _ B Grade4

Neulropa enia

Fatigue
Per. N europathny

Fever

Headache

0 20 40 &0 80 100
% Incidence

*One patient reported Grade 4 womiting; this value is eguivalent to <1%.
Adapted from data in Richardson P etal. N EnglJ Med. 2003;348:2609-2617.



Toxicita - periferni neuropatie

incidence — SUMMIT, 202 pac.
celkem — 31%

st. 3—17%

st. 4 — 0%

v uvodu symptomy PN u cca 80% pacientu

Thalidomid | 12-47%




Toxicita - trombocytopenie

incidence 40% - SUMMIT, 202 pac.

st. 3 —28%

st. 4 — 3%

pokles pr1 leCbé (den 1-11), uprava den 12-21

pr1 trombo < 25 000 — oddaleni cyklu, pote
redukce o0 25%



Velcade — vysledky v CR (11/2004)

Leéceno: 19 pac.
Efekt lecby:

KR —2x

PR — 6x

MR —2x

SD — 2x

Prog.- 3x

Nehodnoceno — 4x

Redukce davky (1 mg/m) — 5x (1xnefrotox., 1 neurotox., 1 neuro+hematotox., 1
hemato+kardiotox., 1 hematotox.)

Kombinace s Dex — 8x
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