Kombinované rezimy pro rok
2012

navrh k diskuzi

L. Zahradova

CESKA MYELOMOVA SKUPINA

7 3 (' { lr O 4 , ’ . . ’ “w -4 “w v v s s 7 o
@M =~ J4 Ceska myelomova skupina spolupracuje s leka i v CR a SR p# zajiSt éni novych l1ék a
_NADACNI FOND _ pro lé é&bu nemocnych s mnoho éetnym myelomem CESKAVYELOMOVASKUPINA




Navrhy rezimd

U&innost a toxicita pouZivanych rezimé v
indukci a konsolidaci
- ndvrhy indukce a konsolidace

1. Juniori - nemocni vhodni k AT

2. Seniori - nemochi” hevhodni k AT

. 4 7 7 - - ’ w -4 w LERY2 w Ve Ve Ve o
i Ceska myelomova skupina spolupracuje s léka A v CR a SR p# zajiSt éni novych lek ¢ B
pro lé ébu nemocnych s mnoho ¢etnym myelomem




° \V o

Junior
pacienti < 65 let

Indukéni lécba pred AT

Ceska myelomova skupina spolupracuje s léka  fiv CR a SR pfi zajist éni novych 16k & B
pro |é ébu nemocnych s mnoho ¢éetnym myelomem CESVELOMOVA SHUPIA




Vztah mezi maximalni odpovédi pred AT a
OS (konvencni lécba)

Maximal response Pre-transplant response
Study Comparison

Prospective
IFM901-2 CR/VGPR vs PR vs other < 0.00001
MRC VII3 CR vs PR vs MR 0.00002
TT14 CRvs PR 0.2496
TT256 CR vs PR/NR <0.05
IFM94-02 Maximal response < 0.001
IFM99C® CR/VGPR vs PR < 0.0000
NMSG 5/94 CR vs PR/NR 0.38
Bolognd? VGPR or better vs other 0.002
GMA1L CR/MRD vs other 0.22
Combined < 0.00001

Retrospective
Nadal? CRvsno CR 0.006
Krejcit3 CRvsnoCR <0.001 CR/VGPR vs Other 0.876
Lahuerta* CR IF- vs nCR/PR vs NR < 0.00001
Alvares® CRvsnoCR 0.023 Response vs No response 0.0085
Gallité CR vs PR/NR 0.7985 CR vs No CR 0.3139
Alexaniart’ PR to CR after HDT vs PR after HDT 0.03
O’Shea? CRvs PR vs MR 0.0003

p value Comparison p value

CR/VGPR vs PR

CR vs PR vs MR 0.06

Davieg?®
Bjorkstrand®
Terpog!

CR vs PR

CR or PR vs NR

CR vs PR

> 0.05
0.001
0.65

Response vs No response
Response vs No response
CR/PR vs Other

0.4
(?0009
0.98

Majolino?? CR/PR vs NR 0.0%6
Combined < 0.00001 0.0006

Overall < 0.00001 0.0015

1. Attal M, Harousseau JL. Semin Hematol. 2001;38:226-30. 2. Attal M, et al. N Engl J Med. 1996; 335:91-7. 3. Child JA, et al. N Engl J Med. 2003;348:1875-83. 4. Barlogie B, et al. Blood.
1999;93:55-65. 5. Barlogie B, et al. N Engl J Med. 2006;354:1021-30. 6. Tricot G, et al. Blood. 2005; 106:1157[abstract]. 7. Attal M, et al. N Engl J Med. 2003; 349:2495-505. 8. Harousseau J-
L, et al. Blood. 2006; 108: [abstract 877a]. 9. Lenhoff S, et al. Haematologica. 2006;91:1228-33. 10. Cavo M, et al. Blood. 2006; 108:878a[abstract]. 11. Fermand J-P, et al. J Clin Oncol.
2005;23:9227-33. 12. Nadal E, et al. Bone Marrow Transplant. 2004;33:61-4. 13. Krejci M, et al. Haematologica. 2006;91[suppl. 2]:225. 14. Lahuerta JJ, et al. Br J Haematol. 2000;109:438-46.
15. Alvares CL, et al. Br J Haematol. 2005;129:607-14. 16. Galli M, et al. Haematology. 2005; 90:1643-9. 17. Alexanian R, et al. Bone Marrow Transplant. 2001;27:1037-43. 18. O’Shea D, et
al. Bone Marrow Transplant. 2006; 37:731-7. 19. Davies FE, et al. Br J Haematol. 2001;112:814-9. 20. Bjorkstrand BO, et al. Leuk Lymphoma. 1994;15:265-72. 21. Terpos E, et al. Bone
Marrow Transplant. 2003; 31:163-70. 22. Majolino |, et al. Haematologica. 1999;84:844-52.




Dulezitost dosazeni kvalitni CR u
indukcni lécby VD or VAD

DosaZeni nejméné nCR je predpokladem pro prodlouzeni PFS

Progression-free survival Multivariate analysis

Relative
Variable risk
(95% CI)

1.5 (1.0—
2.1)

1.8 (1.4—
2.4)

2 VGPR after induction

t(4;14) = del(17p) 0.0621

< VGPR after induction

ISS stage 2 and 3 < 0.0001
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Souhrn studii s novymi léky v indukci

B ORR
B VGPR
B CR/nCR

Percent Response

11
1111
I'IIIII

VIiD CVvD RVD CVRD

Induction Regimen

: P I Stewart AK, Richardson PG, San Miguel JF Blood 2009 [ -~
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Souhrn studii s novymi léky v indukci

= VGPR rates post-induction and post-transplant

B Post-induction

78-80%

B Post-transplant

65%"

54%

TAD?

VAD??2 TD34 VvD?! RD>

*Post-transplant data not available

1. Harousseau et al. J Clin Oncol. 2010 Sep 7 [Epub]

2. Lokhorst et al. Blood 2010;115:1113-20

3. Cavo et al. ASH 2009 (Abstract 351); oral presentation
4. Rosinol et al. ASH 2009 (Abstract 130); oral presentation
5. Rajkumar et al. Lancet Oncol 2010;11:29-37

CESKA MYELOMOVA SKUPINA

CTD® VCD’ PAD® VTD3#

vTD910
TCR only

6. Morgan et al. ASH 2009 (Abstract 352); oral presentation

7. Einsele et al. ASH 2009 (abstract 131); oral presentation

8. Sonneveld et al. EHA 2009 (abstract 473); oral presentation

9. Moreau et al. ASCO 2010 (abstract 8014); oral presentation

10. Harousseau et al. EHA 2010 (abstract 1097); oral presentation
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Faze 3: VD vs vTD jako indukce pred AT
IFM 2007-02 study

Response rates VD vTD P Neni rozdil v toxicitach mezi
Post-induction rezimy s vyjimkou PNP

CR 12% 13% 0.74 | St.22 PNP: VD/28%

>nCR 22% 32% 0.104 vTD'15%/ P=0.03

2VGPR 35% 51% 0.037| st .»3 PNP: VK/%

>PR 81% 90% 0.079
Post-transplant
CR 33% 30% 0.65 Davkovani
>nCR 54% 61% 0.35| V-1,3mg/m?v den 1,4,8,11
2VGPR 59% //757/0) 0.037| Vv - 1mg/m2 v den 1,4,8,11
>PR 84% 90% 0.23 | T - 100mg/den

Moreau et al ASCO 2010 (abstract 8014) oral presentatlon
D . 0 0

%) P=0.34
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Faze 3: VTD vs TD jako indukce pred AT

Lécebnd odpovéd’ po indukci
>nCR: VTD 31%, TD 11%, p <0.0001

Toxicita
AE gr. 3/4: VTD 56%, TD 33%, p <0.0001

PNP gr. 3/4: VTD 10%, TD 5,2%, p=0.0004

Davkovani
V-1,3mg/m?vdenl,A4.28,11
T - 200mg/den

Cavo etal. Lancet 2010;376:2075-85 -
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Rezim v indukci musi byt:

- U¢inny

- s rychlym ndstupem dcinku
- bezpeclny

Moznosti:

Bortezomib based

+ glukokortikoid (low dose dexametazon)
+/- thalidomid (low dose, max. 100mg/d
+/- cyklofosfamid nebo adriamycin
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Juniori
pacienti < 65 let

Konsolidace po AT
Udrzovaci lé¢ba

Ceska myelomové skupina spolupracuje s léka 7 v CR a SR p#i zajist éni novych €k a
pro lé ébu nemocnych s mnoho ¢etnym myelomem




Konsolidace

+ 1éCba s cilem prohloubit LO
- neméla by trvat déle nez 6 mésict

Udrzovaci lé¢ba

. |ééba s cilem udrzet nemoc v klidové fazi
» do relapsu nebo limitovanou dobu?
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Vliv konsolidace VTD ve VGPR po AT

Odpoved’ po AT Odpoved’ po VTD

(\a;zb\@% PR 49%

-

4x VTD ve VGPR po AT
V - 1,6mg/m2 a tyden
T - 200mg/d

NA Ladetto M, et al. J Clin Oncol. 2010;28:2077-2084|
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Bortezomib v konsolidaci

Lécba Vysledky

Bortezomib o Signifikantre vySSi CR/NnCR s konsolidaci bortezomibe
konsolidace (49% vs 33%P<0.01)
Vs observace MensSi mnozstvi relagiss konsolidaci bortezomibem (6
(Faze 3 NMSG} vs 12%,P=0.08)

IF- CR stoupa z 15% po AT na 49% po konsolidaci
Molekularni remise stoupa z 3% po AT na 18% po
VTD konsolidace? konsolidaci

42 nes. follow up: bez relapsu u nemocnych v
molekularni remisi

VTD3

(GIMEMA trial: VTD 236
vs TD v indukci a 238
konsolidaci)

Bortezomib v udrZzovaci lé ¢€bé — béZici studie nap F.
*HOVON 65 MM / GMMG-HD4: thal vs bortezomib po VAD vs PAD indukci 4

1. Mellgvist et al. ASH 2009 (Abstract 530); oral presentation 3. Cavo et al. ASH 2009 (abstract 351); oral presentation
2. Ladetto et al. J Clin Oncol 2010; 28:2077-84 4. Sonneveld et al. EHA 2009 (abstract 473); oral presentation
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Konsolidace VTD signifikanté&zlepiuje kvalitu
odpowdi, zejména z mé&nez CR a alesponCR do CR
a CR+nCR
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Udrzovaci lé¢ba

Ceska myelomova skupina spolupracuje s léka  fiv CR a SR pfi zajist éni novych 16k & B
pro |é ébu nemocnych s mnoho ¢éetnym myelomem CESVELOMOVA SHUPIA




UL thalidomidem a OS: Meta-analyza
randomizovanych studii

Number of Odds ratio p-value for
Study patients (95% CI) interaction

IFM-99-0212 597 . 0.61 (0.33-1.13) 0.040
Spencer et al.* 243 = 0.43 (0.21-0.91) 0.004
Total therapy 218 668 0.82 (0.60-1.12) 0.090

Ludwig et al.23 128 ! 0.93 (0.53-1.66) 0.810

Myeloma IX ! 0.77 (0.55-1.07) 0.040
assuming effective 820
salvage therapy
All studies 2456
[ [ [ | [ [ [ [
0 0.25 0.50 0.75 1 1.25 1.50 1.75 2

Favors maintenance Favors no maintenance

0.75 (0.64-0.87) < 0.001

- Maintenance (n = 1,098)
No maintenance (n = 1,333)

Differences:
3 years: 4.0 % (95% CI 0.6% to 7.4%)
5 years: 7.6% (95% CI 2.6% to 12.6%)
7 years: 12.3% (95% CI 5.5% to 19.0%)

Patients (%)

48 60 72 96 108 120
Overall survival (months)

Morgan GJ, et al. Submitted to Blood




UL lenalidomidem po AT

Lécbha

Vysledky

IFM 2005-02 studie
Konsolidace: lenalidomid

(25 mg/d, 21 dni/®s, po dobu

2 MeS)

Udrzovaci I€ba: lenalidomid

(10 az 15 mg/d) nebo placebo do
progrese

n=614

Pred konsolidaci: CR 13%, VGPR 58%
Po konsolidaci: CR 19% VGPR 68%

Po udrzovaci l&b¢ (median follow-upu 12 @&s):

Placebo P
243N < 107/
34% n/a
80%

Lenalidomid
Median PFS Nedosazeno
3-leté PFS 68%

3-leté OS 88% n/a

CALGB 100104 studre
Udrzovaci léba : lenalidomid
10 mg (5-15 mg) do progrese

n=418

Median follow-upu od AT: 12 s
Median TTP: nedosazeno pro lenalidomid vs 25¢8 m
pro placeboP=0.0001

CESKA MYELOMOVA SKUPINA

1. Attal et al. ASCO 2010 (Abstract 8018); oral presentation

2. McCarthy et al. ASCO 2010 (Abstract 8017); oral presentation [ i
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Stara verze lécby v CR
Novd D6. JUNIORT

Indukce Udrz.lécba
4x VCD 0,

Nova verze |étby v CR

Indukce AT Poékame na
4 VCTD low?2 1+2 lenalidomid

Ceska myelomova skupina spolupracuje s léka  fiv CR a SR pfi zajist éni novych 16k & B
pro |é ébu nemocnych s mnoho ¢éetnym myelomem CESVELOMOVA SHUPIA
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Senior
pacienti > 65 let nebo nevhodni k AT

Indukéni lé€ba

Ceska myelomova skupina spolupracuje s léka  fiv CR a SR pfi zajist éni novych 16k & B
pro |é ébu nemocnych s mnoho ¢éetnym myelomem CESVELOMOVA SHUPIA




Primolécba u starsich nemocnych

MPL

MPTL

MPR?

VMP3

VMPT-
\VAE

NoO.
Pts

126

129

53

253

250

CR

3%

16%

23%

24%

38%

VGPR

5%

9%

25%

26%

21%

> PR

52%

84%

81%

81%

89%

V = Velcade; M= Melphalan; P = Prednisone; T= Thalidomide; R= Lenalidomide

1 Palumbo et al. Lancet 2006; 367: 825—-31; 2 Palumbo et al. J Clin Onc 2007; 25: 4459-4465.

CESKA MYELOMOVA SKU

2 Palumbo et al. Clin Lymphoma Myeloma 2009;9:145-50; 3 Palumbo et al. ASH 2009.
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Vliv nezadoucich ucinku na vysledky

Overall Survival - MP

S v

g
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000 025 050 0.7/5 1.00
|

Grade 3-4 non-hematological tox

No Grade 3-4 non-hematological tox

| | | | | |
6 9 12 15 18 21
Months from randomization

Progression Free Survival - MP

Kaplan-Meier survival estimates
0.00 025 050 0.75 1.00
1

Grade 3-4 non-hematological tox

No Grade 3-4 non-hematological tox

| | | | | |
6 9 12 15 18 21
Months from randomization

Overall Survival - MPT

Kaplan-Meier survival estimates
000 025 050 075 1.00
1

Grade 3-4 non-hematological tox

No Grade 3-4 non-hematological tox

| | | | | |
6 9 12 15 18 21
Months from randomization

Progression Free Survival - MPT

Kaplan-Meier survival estimates
0.00 025 050 0.75 1.00
1

Grade 3-4 non-hematological tox

No Grade 3-4 non-hematological tox

| | | | | |
6 9 12 15 18 21
Months from randomization

MPT, melphalan-prednisone-thalidomide; AE, adverse event 1 Fayers P et al Blood 2011, in press




Vék, poskozeni organu, ukonceni 1€€by -
- vliv na preziti u 1435 nemocnych

HR (95% CI) P value

MPT (vs MP) 0.72 (0.57 to 0.91) 0.006
VMP (vs MP) 0.38 (0.29 to 0.50) <0.001
VMPT (vs MP) 0.26 (0.18 to 0.37) <0.001

VTP (vs MP) 0.54 (0.37 to 0.78) 0.001

Male 1.13 (0.95 to 1.35) 0.17
Age 2 75 years 1.36 (1.14 to 1.63) 0.001
1SS 2 (vs ISS 1) 1.68 (1.26 to 2.23) <0.001

1SS 3 (vs 1SS 1) 1.91 (1.37 to 2.67) <0.001

Serum creatinine 2 2 mg/dL 1.59 (1.18 to 2.16) 0.003

Grade 3 to 4 hematological Aes* 1.24 (0.88 to 1.75) 0.21

Grade 3 to 4 non-hematological Aes* 1.72 (1.19 to 2.47) 0.004

Gastrointestinal Aes* 1.89 (0.92 to 3.89) 0.08

Peripheral neuropathy Aes* 0.29 (0.07 to 1.18) 0.08

Venous thrombosis Aes* 1.14 (0.42 to 3.10) 0.79
Infective Aes* 2.46 (1.58 to 3.82) <0.001

Cardiac Aes* 2.61 (1.49 to 4.60) 0.001

Drug discontinuation due to Aes* 1.61 (1.03 to 2.50) 0.03

0,01 , 1

pl
N

Lower mortality
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.Krehci" nemocni: |écebny algorytmus

Redukce davek

Agent Dose level 0O

1.3 mg/n# twice / wk

Bortezomib d1,4,811/3wks

Thalidomide 100 mg/d

25 mg/d

Lenalidomide d 1-21 / 4 wks

40 mg/d
d1,8,15,22 / 4 wk
0.25 mg/kg
d1-4/4-6 wks

Dexamethasone
Melphalan

Prednisone 50 mg god

100 mg/d

Cyclophosphamide d 1-21 / 4 wks

Wk, week; d, day; qod, every other day

Dose level -1 Dose level -2

1.0 mg/nt once / wk
d 1,8,15,22 / 5 wks

1.3 mg/nt once / wk
d1,8,15,22 /5 wks

50 mg/d

15 mg/d
d 1-21 /4 wks

50 mg god

10 mg/d
d 1-21/4 wks

20 mg/d
d 1,8,15,22 / 4 wk
0.18 mg/kg
d 1-4 / 4-6 wks

10 mg/d
d1,8,15,22 / 4 wk
0.13 mg/kg
d 1-4/4-6 wks

25 mg god

50 mg/d
d 1-21 /4 wks

12.5 mg god

50 mg god
d1-21/4 wks

Palumbo & Anderson, New Engl J Med 2011




Zaver

Rezim v indukci musi byt:

- U¢inny

- s rychlym ndstupem dcinku
- bezpeclny

Moznosti:

Bortezomib based (low dose)

+ glukokortikoid (low dose dexametazon; prednison)
+/- thalidomid (low dose, max. 100mg/d

+/- cyklofosfamid

CESKA MYELOMOVA SKU
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Senior
pacienti > 65 let nebo nevhodni k AT

Konsolidace
Udrzovaci lé¢ba

Ceska myelomové skupina spolupracuje s léka 7 v CR a SR p#i zajist éni novych €k a
pro lé ébu nemocnych s mnoho ¢etnym myelomem




GIMEMA (MPVT-VT vs MPV):
léCebé odpovédi a dlouhodobé vysledky

Patients

Response MPVT-VT MPV p value
(n = 250) (n =253)

CR (%) 42 < 0.0001
> VGPR (%) 64 50 0.001
> PR (%) 90 81 0.007

OS at 3 years (%) 85 80 0.35
PFS median (months) 37 27 < 0.0001
Time to next therapy (months) Not reached 38 < 0.0001

Palumbo A, et al. Blood. 2010;116:[abstract 620].
CESKZMYELOVMOVA SKLTINA Updated data presented at ASH 2010
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GIMEMA (MPVT-VT vs MPV): 52

snizené riziko progrese v udrzovaci
lecbé VT vs bez udrzovaci [éCby

Median trvani udrzovaci lécby: 18 més

— MPVT: VT udrzovaci lé¢ba
| MPV: bez udrzovaci lé&by

MPVT-VT

<
S
=
c
Q
@)
©
ol

p<10°
o)

0 10 20 30 40
* MPV curve followed the 9 x 5 cycles of MPV induction. Cas (m és)

I— Palumbo A, et al. Blood. 2010;116:[abstract 620].

@MG_ Updated data presented at ASH 2010 I@MG%
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MM-015: MPR-R vs MPR nebo MP
signifikantne zlepsuje PFS

VSichni nemocni
60% snizené riziko progree

Median PFS

MPR-R 31 months

— MPR 14 months
- MP 13 months
Median follow-upu 25 més

p <107

<

D

£ 50
D

(@)

T

¥

N
ol

0) ) 10 15 20 25 30 35 40
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*Analysis based on data up to May 2010.

Palumbo A, et al. Blood. 2010;116:[abstract 622].

o o Updated data presented at ASH 2010
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Stara verze lécby v CR
Novd DG. SENIORL

Indukce
5,6x VMP

Nova verze |étby v CR

Indukce Poékame na

4 VTP low X lenalidomid
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Plan

Diskuze o rezimech na rok 2012, zmena
guidelines u nemocnych lécenych mimo
studie

Cil: bezpecné dosazeni maximadlni IéCebné
odpovedi
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pro lé ébu nemocnych s mnoho ¢etnym myelomem




za pozornost
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Faze 2: VTD vs VTDC v indukci

Efficacy, % VTD @ VTDC Safety, % VTD
Post-induction n=49 n=4§ Any AE 98

ORR 100 96 SAE 22

\

VGPR 69 =Grade 3 AE 47

Combined CR* 51 Discontinuations due tc

Post-ASCT AEs
ORR 100 =2Grade 3 hematological AEs

§)

VGPR ‘ Lymphocytopenia 39

Combined CR q | Anemia 8
Neutropenia 14

Thrombocytopenia 6
Davkovani PN
V -1,3mg/m2 v den1,4,8,611 All grades (35

\

T - 100rng/den Grade 3/4 ~._ 10
C - 400mg i.v. vden 1,8
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