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Aktualni verze SPC Revlimid
Nova terapeuticka indikace

Mnohocetny myelom

Revlimid je indikovan k |écbé dospélych
pacientu s doposud nelécenym
mnohocetnym myelomem, kteri nejsou
vhodnymi kandidaty pro transplantaci
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Aktualni verze SPC Revlimid
Davkovani a zpusob podani

Nové diagnostikovany mnohocetny myelom

Lenalidomid v kombinaci s dexamethasonem az do progrese

onemocnéni u pacientd, ktefi nejsou vhodnymi kandiddty pro
transplantaci

Lenalidomid v kombinaci s melfalanem a prednisonem
s naslednou udrzovaci monoterapii u pacientt, kteri nejsou
vhodnymi kandidaty na transplantaci
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Zacneme ale od védy
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Immunomodulatory drugs

* |MiDs agents bind to cereblon, a component
of a ubiquitin ligase complex, altering the
specificity of the complex to induce the
ubiquitylation and degradation of Ikaros
(IKZF1) and Aiolos (IKZF3), transcription
factors essential for MM growth

Licht et al, Cancer Cell, 2014; Lu et al, Science, 2014; Kronke et al, Science, 2014; Gandhi
et al, Br J Haematol, 2014
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Immunomodulatory drugs

Thalidomide, lenalidomide,
pomalidomide
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Adopted from: www.sciencemag.com
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Zacneme ale od védy

Dnes mame lépe vyjasnéno
(vedecky podklad) toho, proc
pusobi imunomodulacni latky

nejen PRIMO proti nadoru,

ale
| NEPRIMO stimulaci imunitniho
systému
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Jestlize tedy budeme diskutovat
a v realné praxi se rozhodovat meazi
pouzitim lenalidomidu
v JAKEMKOLIV REZIMU,
tak nezapomenme na

eoevVYS

nejpodstatnejsi:

Lenalidomid je nejucinnejsi, pokud
je pouzivan dlouhodobe!
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MPR vs. Ld
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Toxicita a bezpecnost

DEPARTMENT OF HAEMATOONCOLOGY. F{pg‘gﬁ%’*ﬁma



Thalidomide | Lenalidomide | Pomalidomide
Teratogenicity +++ +++ +++
Neuropathy +++ + +
Peripheral Neutropenia, Neutropenia,
polyneuropathy, thrombocytopenia, anemia,
PRI s VTE, obstipation, VTE, fatigue, skin  thrombocytopenia,
drowsiness rash VTE
Prophylaxis of VTE YES YES YES
Metabolic Non-enzymatic : .
: kidney liver
pathway hydrolysis
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IMiDs - toxic profiles

Teratogenicity

Sekundarni primarni nadory

polyneuropathy, thrombocytopenia, anemia,
PRI s VTE, obstipation, VTE, fatigue, skin  thrombocytopenia,
drowsiness rash VTE
Prophylaxis of VTE YES YES YES
Metabolic Non-enzymatic : .
: kidney liver
pathway hydrolysis

DEPARTMENT OF HAEMATOONCOLOC Flgpg“g@;ﬁdm



Sekundarni primarni nadory
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Lenalidomide - safety

* Which drug should not be administered in
combination with lenalidomide because of
increased risk of haematological second
primary malignancies?

Palumbo et al, Lancet Oncology, 2014
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Lenalidomide - safety

* Which drug should not be administered in
combination with lenalidomide because of
increased risk of haematological second
primary malignancies?

2) oral melphalan! (HR: 4, 86)

—> combination of oral melphalan + lenalidomide
is DEAD!

Palumbo et al, Lancet Oncology, 2014
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Cumulative incidence of SPMs
Haematologic SPMs Solid SPMs
0.10 d 0.10 4
- Lenalidomide « Lenalidomide
0.09 0.09
o 0.08 = R o 0.08 - - No Lenalidomide
(8] (8]
S 0.07 = S 0.07 -
o] HR 3.8 (95% ClI 1.15-12.62), p=0.029 X HR 1.1 (95% Cl 0.62-2.00), p=0.72
'S 0.06 - ‘S 0.06 =
= =
o 0.05 = o 0.05 =
2 =
£ 0.04 - £ 0.04 4
£ 0.03 - £ 0.03 -
S 0.2 - S 0.02
0.01 = 0.01 -
0 - 0 -
| ] ] | ] | | | ) !
0 20 40 60 80 0 20 40 60 80
Months Months
Cumulative incidence (95% CI) 36 months 60months  Cumulative incidence (95% ) >° months 60 months
Lenalidomide 1.4(0.8-2.0)  3.1(1.9- 4.3) Lenalidomide oplll - BEl] BT a)
No Lenalidomide 0.4 (0.0 - 0.9) 1.4 (0.0- 3.6) No Lenalidomide 29(1.4 -44) 3.4(1.6-5.2)
Palumbo, ASCO 2013: Second primary malignancies in NDMM treated with lenalidomide: meta-analysis of 6383.
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Cumulative incidence of SPM
Different lenalidomide combinations
Haematologic SPMs Solid SPMs
010 4 = Lenalidomide + melphalan 010d = Lenalidomide + melphalan
0.09 4 = Lenalidomide + cyclophosphamide 0.09 «- Lenalidomide + cyclophosphamide
0.08 Lenalidomide only 0.08 o Lenalidomide only
g 0.07 - == Melphalan only o] 0.07 o = Melphalan only
w - -
5 Ll HR 3.8 (95% Cl 2.11-6.86), p<0.001 2 0.06 4 HR 1.09 (95% Cl 0.73-1.63), p=0.67
2 0.05 o £ 0.05 -
L 0.04 4 S 0.04 4
=] =
T 0.03 - S 0.03 -
> =}
€ 0.02 4 g 0.02 -
=}
O 0.01 - © 0.01 -
0 - 0 -
| | ! I | | |
0 20 40 60 0 20 40 60
Months Months
Cumulative incidence (95% Cl) 36 months 60 months Cumulative incidence (95% Cl) 36 months 60 months
Lenalidomide + melphalan 1.8(1.0-2.6) 3.9(2.3-5.5) Lenalidomide + melphalan 2.7 (1.8-3.7) 4.4 (2.9-5.8)
Lenalidomide + cyclophosphamide 0.3 (0.0-0.09) - Lenalidomide + cyclophosphamide 3.5 (0.0-8.3) -
Lenalidomide only 0.3(0.0-0.07) 1.3(0.0-2.7) Lenalidomide only 2.2(0.7-3.7) 2.6(0.9-4.3)
Melphalan only 0.4 (0.0-0.09) 1.4(0.0-3.6) Melphalan only 2.9(1.4-4.4) 3.4(1.6-5.2)
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Incidence rate per 100 per year
Different lenalidomide combinations
= ] |
§ @Iidomide + melphalan 2 \
%’o Lenalidomide + cyclophosphamide
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,8 Lenalidomide only |
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§ Melphalanonly [ ]
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Incidence rate per 100 per year
Oral versus high-dose intravenous melphalan
4] ] | |
é Lenalidogide + oral meIpha@ |
;_’D Lenalidomide + IV melphalan (ASCT) |
5 _
_'_9 Lenalidomide only |
(3"} _
;E_, Melphalan only |
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Bezpecnost lenalidomidu

shrnuti pro praxi

NEPOUZIVAT NIKDY KOMBINACI
LEN — MELFALAN p.o.

Plati obecné, trebaze analyzovana
data jsou jen z primoleCby
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Continuous Lenalidomide and Low-dose Dexamethasone
Demonstrates a Significant PFS and OS Advantage in
Transplant Ineligible NDMM Patients — The FIRST Trial:
MM-020/IFM 0701

* Thierry Facon, Meletios A. Dimopoulos, Angela Dispenzieri, John V. Catalano, Andrew R.
Belch, Cyrille Hulin, Michele Cavo, Antonello Pinto, Katja Weisel, Heinz Ludwig, Nizar J. Bahlis,
Anne Banos, Mourad Tiab, Michel Delforge, James D. Cavenagh, Catarina Geraldes, Je-Jung
Lee, Christine I. Chen, Albert Oriol, Javier De La Rubia, Lugui Qiu, Darrell J. White, Daniel
Binder, Kenneth C. Anderson, Philippe Moreau, Michel Attal, Robert Knight, Guang Chen,
Jason Van Oostendorp, Christian J. Jacques, Annette Ervin-Haynes, Lotfi Benboubker

Facon T, et al. Continuous Lenalidomide and Low-dose Dexamethasone Demonstrates a Significant PFS and OS Advantage in Transplant Ineligible

NDMM Patients — The FIRST Trial: MM-020/IFM 0701. Plenary presentation at: American Society of Hematology. 2013; December 7-10; New Orleans,
LA.

Department of Hematooncology,
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FIRST Trial: Study Design
| \

Screening _ Active Treatment + PFS Follow-up Phase LT Follow-Up

—

MEL + PRED + THAL 12 Cycles' (72 wks)
| | AmC MELPHALAN 0.25mg/kg D1-4/42
MPT PREDNISONE  2mg/kg D1-4/42

THALIDOMIDE 200mg D1-42/42

Pts > 75 yrs: Lo-DEX 20 mg D1, 8, 15 & 22/28; THAL2 (100 mg D1-42/42); MEL2 0.2 mg/kg D1—4

 Stratification: age, country and ISS stage

ISS, International Staging System; LT, long-term; PD, progressive disease; OS, overall survival

'Facon T, et al. Lancet 2007;370:1209-18; 2Hulin C, et al. JCO. 2009;27:3664-70.

Facon T, et al. Continuous Lenalidomide and Low-dose Dexamethasone Demonstrates a Significant PFS and OS Advantage in Transplant Ineligible NDMM Patients —
The FIRST Trial: MM-020/IFM 0701. Plenary presentation at: American Society of Hematology. 2013; December 7-10; New Orleans, LA.

Department of Hematooncology, Ostrava
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FIRST Trial: Final Progression-free Survival

Median PFS
Rd (n=535)| 25.5 mos
Rd18 (n=541) | 20.7 mos
MPT (n=547) | 21.2 mos

100

80
= Hazard ratio
- e Rd vs. Rd18: 0.70: P = 0.00001
< ~ Rd18 vs. MPT: 1.03; P =0.70349
b= 42% (Rd)
2 X ;
© _ .
o :
20 o
_ 23% (Rd18)
23% (MPT m—l—l—h
0 I I I I | | ' | 1 I !
0 6 12 18 24 30 36 42 48 54 60
Time (months)
Rd 535 400 319 265 218 168 105 55 19 2
Rd18 541 391 319 265 167 108 56 30 7 2
MPT 547 380 304 244 170 116 58 28 6 1

Facon T, et al. Continuous Lenalidomide and Low-dose Dexamethasone )

Department of Hematooncology, Ostrava Demonstrates a Significant PFS and OS Advantage in Transplant Ineligible NDMM ( FAKULTN|
Patients — The FIRST Trial: MM-020/IFM 0701. Plenary presentation at: American NEMOCNICE

Society of Hematology. 2013; December 7-10; New Orleans, LA. 0OSTRAVA
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Zmena pozice lenalidomidu
v lécebné strategii
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Shrnuti
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Lenalidomid ma jasné misto
v |lécebné strategii MM:

VE VSECH LINIICH LECBY

N

Lenalidomid prestal byt nejdrazs
lék u MM
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Lenalidomid v primolécbe:
Klicové je dlouhodobé podani
Rezim prvni volby

Lenalidomid — Dexametazon (LD)
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Bezpecnost lenalidomidu

shrnuti pro praxi

NEPOUZIVAT NIKDY KOMBINACI
LEN — MELFALAN p.o.

Plati obecné, trebaze analyzovana
data jsou jen z primoleCby
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Dekuji za pozornost

DAL G

CZECH
GROUP
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