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Soucasnost Revlimidu® v Ié¢bé nemocnych

s MM v ramci CR

v’ latka patfici do skupiny imunomodulaénich Ié€iv zvanych IMiDy
vznikla modifikaci thalidomidu s cilem zlepSeni jeho protinado-
rového pusobeni a soucasné i bezpeénostniho profilu

v" v CR dostupna od jara roku 2008 N‘§;>:O
NH
v

k dispozici

v' pacientim nejcastéji podavan Revlimid tbl. v davce 25mg/den
(D1-21) v 28-dennich cyklech spolu s kortikoidy ve formé 40mg
Dexamethasonu D1, 8, 15 a 22 prevazné v ramci leCby 2. a
dalSich relapst onemocnéni



Pacienti lééeni Revlimidem® k

30.6.2009 (zdroj: datova lista CMG)

Celkovy pocet zaznamu

N =91
@ Pacienti s transplantacy
&

8.8%
Pacient lééen
C> Revlimidem opakované

Q 2.2% N=1
Arlellyzovelnl ozicleii Pacienti v primoléeche
INF=RG1)) N=2

87.9 %




Zakladni charakteristiky souboru

(v dobeé stanoveni diagnozy)

| ponav

Pohlavi £ 15
muzi 45 (56.3%) '2 10-
seny 35 (43.7%) ; .
Vék (zahajeni terapie) ’8
pramér (SD) 65.7 (9.4) o 0
median 65.2 Lb?" @,@ ‘)Q?Jb‘ é)?-’q QQQ éofg’ '\Q:\b‘ ,;\b‘
min-max 37.2-87.7
Typ paraproteinu W \\ )
IgG 51 (63.8%)
IgA 15 (18.8%) .
g 2 (2:5%) Typ paraproteinu
BJ 4 (5.0%)
nesekreéni 2 (2.5%) s 607
IgG+BJ 1 (1.3%) ‘g 50
IgG+ biklonalni 1(1.3%) S 40
IgA+BJ 1 (1.3%) 2 30-
IgA+biklon. 2 (2.5%) >§ zo| |
IgA+BJ+biklon. 1(1.3%) o 104

0_

lgG IgA IgM B-J nesek. dvou tfi
Typ paraproteinu  kombinace




Zakladni charakteristiky souboru

(v dobeé stanoveni diagnozy)

Stadium A-B

90%

Zakladni charakteristiky

Stadium dle Durie-Salmona

| 6 (7.5%)
] 23 (28.8%)
n 51 (63.8%)
Stadium A/B

10%
A 72 (90.0%)
B 8 (10.0%)
Stadium ISS (N=66) /
1 24 (36.4%)
2 23 (34.8%)

3 19 (28.8%)




Zakladni charakteristiky souboru

(v dobé zahajeni aktualni léCby)

1% 89%

Zakladni charakteristiky

Stadium dle Durie-Salmona

| 4 (5.0%)
] 19 (23.8%)
n 57 (71.3%)
Stadium A/B (N=79)

A 70 (88.6%) 1%

B 9 (11.4%)

Stadium ISS (N=74) )
1 33 (44.6%)

2 23 (31.1%)
3 18 (24.3%)




Charakteristika souboru z pohledu

dosavadni lécby MM

Pred aktualni Iécbou

Pocet linii predchozi Iécby

Pocet linii predchozi lIé€by
-95%
3% 100
80 A
60 -

40 A

20 -
11% SA) 0 T T 1

41%

Podil pacientu (%)

1 linie 4 (5.0%)
2 linie 9 (11.3%)
3 linie 33 (41.3%)
4 linie 20 (25.0%)
5 linii 7 (8.8%)
6 linii 4 (5.0%)
7 linii 2 (2.5%)
8 linii 1(1.3%)
Pocet linii predchozi Iécby
primér (SD) 3.5(1.4) linie
median 3.0 linie
min-max 1-8 linii
Predchozi Ié€ba

Velcade 72 (90.0%)
Thalidomid 74 (92.5%)
Jen Velcade 4 (5.0%)
Jen Thalidomid 6 (7.5%)
Vel i Thal 67 (81.3%)
Vel + Thal + Rev.* 1(1.3%)
Bez V, bez Th 2 (2.5%)

* Jeden pacient mél v pfedchozi 1écbé
uveden Revlimid s poznamkou, ze se
mozna jednalo o placebo.

\|:| 1 tinie [ 2 tinie ] 3tinie [ 4 avice >1iinie  >2inie  >3linie >4 nnie/
)

Predchozi lécba

N=72
N=74

Velcade_
Thalidomid |
Jen Velcade_
Jen Thal |

Vel i Thal |
Vel+Thal+Rev |
Bez Vel i Thal |

. J

67




Prubeéeh aktualni Iecby pripravkem
Revlimid® — rezimy a davkovani

Rezim lécby

Rezim lécby mono-
monoterapie 3 (3.8%) 77% i
dvojkombinace 62 (77.5%) RD/RP
trojkombinace 15 (18.8%) dvoj. jiné-
Rezim lécby |
monoterapie 3 (3.8%) 4% RAD_
RD/RP 60 (75.0%) RCD/RCP
dvojkomb. jiné 2 (2.5%) |:| mono - dvoj |:| trojkombinace
RAD 6 (7.5%) k\ )
RCD/RCP 9 (11.3%)
Davka pri zahajeni P o 2e -
Tome 5 (10.0%) Davka pri zahajeni
12,5 mg 5(6.2%)
25 mg 67 (83.8%) .= 804
Davka pri zahajeni .‘IS 60-
<25 mg 13 (16.2%) o
25 mg 67 (83.8%) 2 40

[

Q

S 204

0_
10 mg 12,5 mg 25 mg
\\ Pavodni davka )




Prubeh aktualni Iécby pripravkem

Revlimid® — ukonéeni lécby

Ukonceni Iécby

Ukonéeni l6&by 59%
ne (pokraéujici) 47 (58.8%) |:| Lééba ukonéena
ano 33 (41.2%)
Divody ukon&eni 16&by (N=31) - Lééba neukonéena
progrese 10 (32.3%)
zho$eni zdrav. stavu 4 (12.9%) 1%
LO 3(9.7%)
pac. se nedostavil 3(9.7%)
amrti 2 (6.5%)
LO + UL ReYIimidem 2 (6.5%) DIOJVOd Ukonéeni
progrese, NU 1(3.2%)
LO + NU 1(3.2%)
nedostat. LO + NU 1(3.2%)
nedostate¢na LO 1(3.2%) progrese 7
hematologicka toxicita 1 (3.2%) zhor&eni zdr. stavu |
prani pac. a zména v uhradové 1(3.2%) LO|
politice pac. se nedostavil |
nalezen darce k allo-ASCT 1(3.2%) amrti |
LO + UL Revlimidem |
Jiné |




Prubeh aktualni Iécby pripravkem

Revlimid® — Iécebna odpovéd

Lécebna odpovéd’ Lécba Lécba Lécebna odpovéd’ Lécba Lécba
ukoncena neukoncena ukoncena neukoncena
N=50 N=29 N=21 N=50 N=29 N=21
CR 1(2.0%) 1 (3.4%) 0 (0.0%) ORR 16 (32.0%) 6 (20.7%) 10 (47.6%)
VGPR 4 (8.0%) 1 (3.4%) 3 (14.3%) CBR 22 (44.0%) 10 (34.5%) 12 (57.1%)
PR 11 (22.0%) 4 (13.8%) 7 (33.3%) Senzitivni 16 (32.0%) 6 (20.7%) 10 (47.6%)
MR 6 (12.0%) 4 (13.8%) 2 (9.5%) Rezistentni 34 (68.0%) 23 (79.3%) 11 (52.4%)
SD 13 (26.0%) 4 (13.8%) 9 (42.9%) e ~N
PG 15 (30.0%) 15 (51.7%) 0 (0.0%) ORR = lé¢ebna odpovéd PR a lepsi
CBR = |é€ebna odpovéd MR a lepsi

- J

Lécebna odpovéd’

15-
|:| Lécba ukoncena
10+

- Lécba neukoncena

2 30
20+

Pocet pacienti

Podil paci
s

CR VGPR PR MR SD PG CR VGPR PR MR SD PG

Lécebna odpovéd Lécebna odpovéd

O\ /




Prubeh aktualni Iécby pripravkem
Revlimid® - délka lIécby

Délka lé&by

Celkem Lécba Lééba  °2 40- Q
ukonéena| neukon- £ <
éena ..g
N 80 33 47 _g
priameér 3.6 4.2 3.1 g
min-max | 0.03-10.7 | 0.3-9.1 | 0.03-10.7 5
<2 239 459 679 >79 § <2 239 459 679 >7.9
Délka lécby (mésice) Délka lé€éby (mésice)
\\

Celkem Lécba Lécba
ukonéena| neukon-
¢ena
N 80 33 47
pramér 3.7 4.5 3.3
min-max 0.5-9.0 0.5-9.0 1.0-9.0

Pocet pacientt

Pocet cyklu

<2 239 459 6-7.9 >7.9

Pocet cyklu

<2 2-3.9 459
Pocet cyklu
- Lécba neukoncena

6-7.9 >7.9

Podil pacientti (%)

I:I Lécba ukoncena




Prubeh aktualni Iécby pripravkem
Revlimid® - davkovani

Celkova kumulativni davka

N
o

Lécba Lééba 2 15 Q
ukonéena | neukon- § < 10 | I | | I I
c¢ena 'g 10 ‘E 0 i I
N 80 33 47 Qo 2 Q % O & L)

. } '.5 5 T I»Q?)bso Qo\. b‘\. Qﬁ». 6;1'. Q:b. 62,0 7{5.
pramér 1616.9 2054.6 1309.5 ’8 0 g Q° NV N7 q° 97 oY o
min-max | 25-4550 | 250-4550 | 25-3675 @ 2 O % O k O o =

- . \0 \c - o . - -
B P N VeV o 1 o
Q. \. \. (»o (b. tbo fb‘ n-
Celkova davka (x103 mg) Celkova davka (x103 mg)
N /

Priumeérna denni davka

Celkem Lécba Lécba
ukonéena| neukon-
c¢ena
N 80 33 47
pramér 20.6 21.4 20.1
min-max 9.5-44.0 | 12.5-25.7 | 9.5-44.0

Pocet pacientt

40 § 50
30 = 40
20 5 20

0 o O

Q & % & O » = Q %) &) ) &) N

N I S i

IR o N P

Davka (mg/den) Davka (mg/den)
I:I Lécéba ukoncena - Lécéba neukoncena




Prubeh aktualni Iécby pripravkem

Reviimid® - ,,realita‘“ davkovani

Aktualni lIé¢ba
Redukce (N=20)

Redukce Follow-up (zahajeni terapie)

1x 15 (75.0%)
2x 2 (10.0%) o3
3x 3 (15.0%) 75% 10% |
Preruseni '2
pocet pacienti 32 .;
pocet preruseni 56 ’8 Pig Wy‘-’ b‘f)q' Q):\?' Qﬁ?g:{\ :{‘.)o"’,,\”.:'b
follow-up (zahajeni terapie) 15% o SRV
prameér (SD) 6.8 (5.3) m
median 53m
min-max 0.03-21.8 m K\ - 1x I:I 2 - 3 ) \\ Follow-up (mésice) /
TNT (N=5)
prameér (SD) 5.7 (3.5 m - , ,
- odian 40m Délka realného cyklu
min-max 3.0-11.3 m
TFI (N=5) s 40-
pramér (SD) 26(2.7)m £ 30l
median 26m o
min-max 0.1-6.9m § 201
Délka realného cyklu (dny) >§ 107
primér (SD) 27.3(8.4)m o 0 .
median 27.9m 20 '99 m"‘g ‘199 ’bb‘cp @9 @9 TNT = Time to Next Therapy
min-max 1.0-490m N A TFI = Treatment Free interval
K\ Délka realného cyklu (dny) )




Shrnuti nezadoucich ucinku aktualni
lecby Reviimidem® (1)

Nezadouci ucinky Prehled nezadoucich ucinki
™ 1% st. 0 st. 1 st. 2 st.3 st. 4
Neuropatie vstupné (N=68) 24 (35.3%) | 16 (23.5%) | 20 (29.4%) | 8 (11.8%) |0 (0.0%)
Neuropatie po 16&b& (N=66) 39 (59.1%) | 8 (12.1%) |15 (22.7%)| 4 (6.1%) |0 (0.0%)
I:I Ne Nausea, zvraceni (N=66) 58 (87.9%) | 8 (12.1%) | 0(0.0%) | 0(0.0%) |0 (0.0%)

57 (86.4%) | 7(10.6%) | 2(3.0%) | 0(0.0%) [0 (0.0%)

51(77.3%) | 13 (19.7%) | 2(3.0%) | 0(0.0%) [0 (0.0%)

|:| Neuvedeno Zacpa (N=66) 55 (83.3%) | 11 (16.7%) | 0(0.0%) | 0(0.0%) [0 (0.0%)

Unava, slabost (N=66) 24 (36.4%) | 34 (51.5%) | 6(9.1%) | 2(3.0%) [0 (0.0%)

Trombosa, embolie (N=66) 62(93.9%) | 0(0.0%) | 0(0.0%) | 3@.5%) [1(1.5%)

\ 4
30 (

22 (

24 (

Nechutenstvi (N=66)
Ano
85% L] Prajem (N=66)

Infekéni komplikace (N=67) 50.7%) | 11 (16.4%) | 16 (23.9%) | 3 (4.5%) |3 (4.5%)
) Trombocytopenie (N=66) 45.5%) | 21 (31.8%) | 9 (13.6%) | 4 (6.1%) |2 (3.0%)
Pacienti s NU (N=68) Neutropenie (N=66) 33.3%) [ 11 (16.7%) | 14 (21.2%) | 16 (24.2%) | 3 (4.5%)
Anemie (N=66) 36.4%) | 17 (25.8%) | 19 (28.8%) | 5(7.6%) |1 (1.5%)

80, 67 Jiné NU (N=66)" 41(62.1%) |11 (16.7%) | 5(7.6%) | 3 @.5%) [1(1.5%)
% 60- *L} 3 pacientti byl u NU st.’1-2 zaznamenan NU bez upFesnéni stupné&, u 2 pacientt byl u
@ 35 NU st. 3-4 zaznamenan NU bez upfesnéni stupné.
(&)
® 401
k]
9 207 Celkem bylo zaznamenano 351 nezadoucich G&inkii u 68
. pacientd. Nezadoucich ucinkt stupné 1-2 bylo celkem 290,

1-2 3-4 stupné 3-4 celkem 61.

i dle NCI
\K Stupen dle NC ,/\K )




Shrnuti nezadoucich ucinku aktualni
lecby Reviimidem® (2)

Pocet pacientt

14%

Nezadouci ucinky

] Ne
85% Bl Ano

|:| Neuvedeno

4

Pacienti s NU (N=68)

80+ 67
60
35
40+
20+
0_
1-2 34

Stupen dle NCI

Prehled nezadoucich ucinku

Neuropatie |

Neuropatie induk.
Nausea, zvraceni
Nechutenstvi
Prdjem

Zacpa

Unava, slabost
Trombosa, embolie

InfekEni komplikace |
Trombocytopenie |
Neutropenie |

Anemie

Jiné

0 2

60 80

B NU st 34

0 40
Podil pacientt (%)

[ NOst. 12

Celkem bylo zaznamenano 351 nezadoucich ucinkt u 68
pacientd. Nezadoucich ucinkt stupné 1-2 bylo celkem 290,
stupné 3-4 celkem 61.




Analyza preziti u senzitivnich pacientu
(lecba ukoncena, min. PR)

1,0
09 |
0,8 | ’"T
07|
0,6 |
0,5 |
04 | —
03}
02}
041 |
0,0

+ Cenzored

Cumulative Proportion
Surviving

0 2 4 6 8 10 12 14

Time (months)

| N=6

median preziti

6-ti mésicni preziti

100 % TTP ani DOR nelze stanovit, nebot’ u zadného pacienta
zatim nedoslo k progresi onemocnéni (= maly pocet).

N Y




Analyza preziti u CBR (,,celkovy
benefit“ = véetné MR) pacientu

1,0 f + Cenzored 1,0 + Cenzored
g 09 f g 09
T 08 r c 08 |
S o7}
8_ 0,7 r Q5
o 2 e c 06 |
& S 06} s 0
> o2 05
© 2 05} > L
-Z : - : 04 |
= 04t c N y
2% 2 03t
3 0,3t = ;
E = 02|
= 0,2 + o ’
© 01}
01+
0,0 . . . . . . . , 0,0 . : . . . . .
0 2 4 6 8§ 10 12 14 16 0 2 4 6 8 10 12 14
Time (months) Time (months)
| N=10 | N=10
median preziti median preziti 10.6 mésice
6-ti mésicni preziti 100% 6-ti mésicni preziti 90.0%




Dutch Named Patient Program

« 185 patients with myeloma were included in 2007 between march and
November, evaluation of 117 patients

Lenalidomide

25 mg 109 93%
<15 mg 8 7%
Dexamethasone
High dose 7 6% 40 mg d 1-4, 9-12, 17-20
Low 13 11% 40mgd 1, 8, 15, 22



Patient characteristics

 Age: Median 61 years (range 36-83 years)
« Sex: 63% male, 37% female

median 3 (1-7)
1 line 5%
2lines 21%
>3lines 73%

Treatment lines 2 3
Autologous SCT 55% ?
Allogeneic SCT 0 ?

31% 93%
4.5% 90%

Thalidomide
Bortezomib




Response rate

— Partial remission 49 43,8 %
— VGPR (> 90% reduction) 21 18,8 %
— Complete response 7 6,3 %
— Stable disease (min. 3 months) 19 17,0 %

— Maximal response after a median of 3 cycles (range 1-11)



Response rate

in response rate (2 PR) for:

— Previous thalidomide (91% of patients had prior thalidomide)
— Previous bortezomib

— Dexamethasone scheme

— Cytogenetics™

— B2-microglobuline

*Unfavourable= t(4;14), (14;16), 17p-, del 13 (incl. FISH), hypodiploidy



Toxicity of lenalidomide treatment

(N=74)
->CTC 3 43,3% 46%
- total 30% 49%
->CTC 3 16% (1 fatal) 9%
(N=101)
- new 10% 0
- increase 16% naopak
- total 5% 6%
- total > CTC 3 11% 9%

1,7% ?



Conclusions Dutch NPP

 Lenalidomide is feasible and remarkable effective in this
heavily pre-treated patient group

- patients MM09/10 studies had received median 2 lines and
only a minority had received thal (31%) or bortezomib (4.5%)

« High incidence of infections warrants antibiotic prophylaxis

« High incidence of dose reductions warrants use of growth factors?
« Low incidence of VTE confirms efficacy of aspirin prophylaxis



Revilimid, Endoxan, and Prednison

(REP)

* Relapse treatment for 13 patients: pilot

« Heavily pretreated myeloma patients
— Median 6 lines of preceding chemotherapy
* 9/13 (73%) autoSCT
« 7/13 (55%) alloSCT
« 12/13 (91%) thalidomide
« 12/13 (91%) velcade



Response, n=13

e SD 3 )
} 23%

* Progression 2 } 16%



« 2 patients relapsed 4.5 and 8 months

« 2 patients stil in CR after 10.5 and 12 months




Dekuji za pozornost
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