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THALIDOMID / IMiDs — mechanismus uc¢inku u MM
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CTD - vychodiska

» Thalidomid — zvySuje protinadorovou aktivitu CFA u MM

* ne pouze ,synergie“ ale i zvysSeni Thal t1/2 v plazmeé a v
nador. tkani 3.9x s korepondujicim zvysenim v oblasti pod

koncentracni krivkou (Chung, 2004)
* Thal se proto muize podavat u CTD v nizSi davce a celkové
i déle

* nedoporucuje se davka > 200 mg/den
» Synergie Thalidomidu a Dexamethazonu

> Neni rozdil ve sbéru PBSC pri T-Dex vs VAD
» pri (pred) mobilizaci Thal prerusit
+ ale GMG a HOVON
— pac. s Thal vyznamneé nizsi sklizen PBSC
— ale dostatecny pocet PBSC bez neg. vlivu na
»engraftment*

» CTD — efektivni, dobre tolerované schéma s

dobrou a spolehlivou odezvou v lécbée MM
(Olomouc — od 2002)



Kombinace CTD

N = | Thalidomid Cyklofosfamid Dexametazon
pac.

Gonzales-Porras, | 59 200-800mg /den | 50mg /den p.o. 40mg, D 1-4
J.F. San Miguel; , ,
Salamanca a 3 tydny
A-/:”ngqnostOﬁoulO 53 400mg / 150mg /m? i.v. 20mg, D 1-5, 15-18
s, M.Dimopoulos; . ,
Athény D 1-4, 15-18 1.-5.den a 4 tydny
M.Kropff, 60 100-400mg /den | 300mg /m?i.v. 20mg /m?
-«J-Kienast; 1.-3.den, 4 12h D 1-4, 9-12, 17-20
SRN, Itilie R ’ ’
ﬁ-f};riakou, 23 50-200mg /den | 400mg /m?i.v. 40mg, D 1-4

.L.Yong, tvdné - ’
Londyn y a 4 tydny
T.Caravita, 12 100-200mg /den | 500mg i.v. 40mg, D 1-4
= Afadony tydné 4 4 tydn
Rim y yeny
F.Di Raimondo, 40 200mg /den 100mg /den p.o. 40mg, D 1-4
G.A.Palumbo; . ,

i a 4 tydny

Catania

MM workshop, Salamanca, 2003

Zemanova M, 2008



THALIDOMID - Schéma rezimu CTD (CMG)

> CTD senior (>65 let): a-28 dnu

Thalidomid 100mg 0-0-1 p.o. den kontinualne
CFA 50mg p.o. den kontinualné
Dexametazon 20mg, den p.o. 1.-4., 15.-18.den

> CTD junior (<65 let): a-28 dnu

Thalidomid 200mg p.o. denne
CFA 500mg/m2 i.v. 1.+ 15. den
Dexametazon 40mg p.o. 1.-4., 15.-18.den

> Profylaxe:

LMWH 50-100MU/kg — kontinualné
Omeprazol a KCI pfi Dexametazonu
kontrola EMG a klin.stavu (neuropatie DKK)
prevence obstipace, pece o pokozku

ev. Cotrimoxazol 480mg 1 den, Flukonazol 100mg
2x1den

Ceska myelomova skupina spolupracuje s Iékari v CR a SR pri zajisténi novych Iéku
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THALIDOMID - inicialni zkusenosti v Iecbé MM - 2. linie (1)

MM - progrese/relaps/rezistence

» Singhal S, et al.: Antitumor activity of thalidomide in refractory
myeloma. NEJM 1999; 341: 1565-1571 (OR <50% MIg: 25%)

» Thal - MONOTERAPIE
» <15 publikaci 2007-2003 (2007)
* ORR (KR + PR + MR) — 42% (28-66%)
- KR + PR ~ 30%, OS — 2 roky 48%
-DVT - ~ 5%, PN ~ 50-60% (dle délky lécby)

» Thal — Dex
« <10 publikaci (2007-2006)
* ORR -55% (41-65%)
TTR < i s nizkou davkou (Thal <200 mg)
! nezadoucich aéinkii
T DVT > 10%
minimalni myelosuprese



THALIDOMID - Iécba MM v 2. linii kombinované rezimy (2)

1 MM - progrese/relaps/resistence

» Thal — kombinované rezimy
.~ 20 publikaci (2002 — 2006)

> THAL
oT: ORR (%) (Autor)
- VAD 48 (Oakervee, 2002)
- MD 45 (Srkalovic, 2002)
- VAD 80 (Agrowal, 2003)
- CED 86 (Molhler, 2003)
-VD 92 (Zangari, 2003)
- DPACE 61 (Lee, 2003)
- AD 76 (Suvannasanh, 2005)
- VA 65 (Chanan-Khan, 2005)
- VAD 75 (Hussein, 2006)
-CP 69 (Offidani, 2006)
- MP 41 (Palumbo, 2006)
-CID 78 (Glasmacher, 2007)
- CD-Vel 92 (Kim, 2009)

> ORR 75 (41-92)% PR ~ 50%



CTD - lécba ,,refrakterni“ faze MM

Autor

ORR (%) (RR)

Citace

* Dimopoulos, MA.

 Sidra, G.

» Garcia-Sanz, R.

« Zemanova, M.(CMG)
CTD junior
CTD senior

» Kyriakou, C.

» Garcia-Sanz, R.

» Caravita, T.

» Kropff, MH.

* Di Raimondo, F.

» Gonzales-Porras

* Mangles, SE

 Suvannasankha,A.

* Roussou, M.

84 )
84 4
85 )
80
89
75
79
76
75
72
71
61
87
63
67

Haematol J 2004, 5: 112-117
Haematologica 2006; 91: 862-863
Leukemia 2004; 18: 856-863
Hematol Transf 2008; 14: 38-39

Brit J Hematol 2005; 129:

Hematol J 2002; 3: 43-48

Hematol J 2003; 4(S1): 238
Hematol J 2003 4(S1): 236
Hematol J 2003; 4(S1): 241

IMMW 2003, abstr No 326
Haematologica 92; (S2): 169
Oncologist 2007; 12: 99-106

Leuk Lymphoma 2007; 48: 754-758

0 ORR - 76 (61-89)%




CTD - soubor predliééenych nemocnych (CMG)

» TERAPIE CTD: 2004-12/2006, hodnoceni: < 6/2008
» follow up*“ od terapie — M 21.7 més.

» N -126 pac.
« 3.IKFN Olomouc - 70, IHOK Brno — 48, OKH FNKYV Praha - 8 pac.
« M/Z-0.9, M- 63 let
« St. D-S: 3/127/70%, B —17%
- IPIl: 28/44/28%

> PREDLECENOST
< PREDCHOZi TERAPIE

HDT-ASCT 51/116

Thal 17/116
Velcade 12/116
KT 29/116

(VAD, M2, MP, ClDex)

%

(47)
(17)
(11)
r)

Linie lécby — pred CTD

I:I 0-1 linie - 2 linie I:I 3 avice linii

Zemanova M, 2008



CTD - Lécebna odpoved (CMG)

Lécebna odpovéed (N=109) Lééebna OdeVéd’

ORR 78 (71.6%)

CR 17 (15.6%)
5 (4.6%)
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21 (19.3%)

10 (9.2%)

o3
-
c
e
Q
©
Q
-
[
0
O
o

VGPR PR SD
Lécebna odpovéd

Zemanova M, 2008
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CTD - Analyza preziti (CMG)
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Zemanova M, 2008
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Senior

Junior

CTD - senior vs. junior — lécebna odpoved (CMG)

Senior | Junior
(0]3{3 66% 78%
SD 22% 16%
PR 12% 6%

Zemanova M, 2008




CTD - Nezadouci ucinky (CMG) — ,,senior vs. junior

Nezadouci ucinky Prehled nezadoucich ucinki

Podil pacientt (%)
N=63 N=48 p=0845 (St 1-2) 60 80

=0.357 (st. 3-4 : ; | |
P ( )| Neuropatie vstupné e e 6

0
5

3,8

98, 97,9

Neuropatie indukovana

Nausea, zvraceni
[ ] st1-2

- st. 34 Nechutenstvi

Prijem

P |
oS

Hj 2

Podil pacientt (%)

—ted | 1 | 1

e 2

Senior Junior 36

181

Zacpa

429
36,6

Unava, slabost

p=0.811 (st. 3-4)

J I Infek€ni komplikace
90, 90, Y
I:I st. 1-2 Trombocytopenie
- st. 3-4 Neutropenie
Anémie

ORI o2} Jiné NU

Senior Junior

Trombosa, embolie (bez LMWHY)

1 1 1 1 | |

”

Podil NU (%)

(37, B S 7, TR Y 7 B S 7, SR Y/, B S ¢ B Y/, IR SO/ B S ¢ IR Y 7, R Y 7 B Y/, [ Y/

00,[
88.1

- Jiné: tfes, zmény psychiky, retence tek., dekompenzace DM, suchost klize, exantém...
- Infekce: HCD, IMC, kandidosa, herpes zoster, 2x salmonelova sepse

Zemanova M, 2008




THALIDOMID — kombinované rezimy v 1. linii u seniort (>65)

n vék Rezim RR (%) KR (%)
* Rajkumar V, 2001 |16 |60 (38-75) | T- (200-800 mq) 38 -
* Rajkumar V, 2002 |50 |61 (33-78) | T-Dex 64 -
* Weber D, 2003 28 |- T-Dex (100-600 mg) |72 16
 Offidani M, 2006 50 |71(65-78) | T-AD 98 48
* Palumbo A, 2006 | 255 |72 (60-85) | T-MP vs MP 76 vs. 48 16 vs 2
(GIMEMA)
* Rajkumar V, 2006 (207 |65 (38-83) | T-Dex 63 4
* Facon T, 2006 124 | - (65-75) T-MP vs MP 81 vs 40 15 vs 2
(IFM 99-06)
* Hulin, 2007 > 795 T-MP vs MP 83 vs 39 7vs1
(IFM 01-01)
* Ludwig H, 2007 T-Dex vs MP 43 vs 38 8vs3
* Wang L, 2009 30 |- T-V 93 (2 cykly) 18
100 (8 cyklu) 31

* T-MP standardni rezim, dostupna cena, p.o. Ié€ba

ORR - 76% (43-100%)




THALIDOMID - v indukcni lécbé pred ASCT (mimo CTD)

Rezim ORR (%) KR (%)
 Badros, 2005 T-VD-PACE 100
» Goldschmidt, 2005 T-AD vs VAD 80vs63 7vs3
 Cavo M, 2005 T-Dex vs VAD 76 vs 52
« Zervas, 2004 T-VAD vs VAD 81 vs 66
* Rajkumar SV, 2006 (ECOG) T-Dex vs Dex 63vs46 8vs3
* Rajkumar SV, 2006 (MM 003) T-Dex vs Dex 63 vs 46
« Cavo M, 2009 T-Dex (RI) 74
« Child JA, Morgan GJ, 2009 T-CD vs CVAD 91vs 82 21vs 14
(MRC Myeloma 1V) (po ASCT) 93 vs 98 65 vs 48

s VAD je ,,mrtev“, T-Dex suboptimalni

ORR - 80 (63-100) %



nsive pathway - schema (Child JA, Morgan JJ, 2009)

CVAD

Randomisation

CTD

CVAD
Clodronate

CVAD

Zoledronic acid

CTD
Clodronate

A 4

CTD
Zoledronic acid

MRC Myeloma IX:
Preliminary results from the

A 4

HDM 200mg/m?

intensive pathway study

JA Child, GH Jackson, FE Davies, MT Drayson,
FM Ross. WM Gregory‘ AJ Szubert, SE Bell,

F Heatley, N Navarro Coy, RG Owen, AC Rawstron & GJ Morgan

XII™ International Myeloma Workshop, Washington DC
26 February — 1 March 2009

Randomisation

A 4

Thalidomide
maintenance

No
maintenance




sive pathway — chemotherapy regimens

Cyclophosphamide 500 mg po
Thalidomide 100 - 200 mg po
Dexamethasone 40 mg po

Days 1, 8, 15

Daily

Days 1- 4, 12 - 15

Every 21 Days. 4 - 6 cycles

High Dose
Melphalan

Cyclophosphamide 500 mg po

Vincristine 0.4 mg/day iv infusion
Adriamycin 9 mg/m?/day iv infusion
Dexamethasone 40 mg po

Every 21 Days. 4 - 6 cycles

Days 1, 8, 15
Days 1-4

Days 1-4

Days 1-4, 12 - 15

200mg/m?

t

Baseline
assessment

ChildJA, Morgan JJ, 2009

t t

Response Response
assessment assessment



ponse post induction chemotherapy

CVAD Preliminary data CTD

Overall 193 0=0.0001 Overall
response chi-square 25 response
rate test rate
81.6% 91.4%
Early Early
death death

23/557 (4.1%) 12/555 (2.2%)

CVAD (n=358) CTD (n=371)
®PD B NC U MR B PR (] VGPR B CR

ChildJA, Morgan JJ, 2009




ponse rates post HDM

CVAD Preliminary data CTD

Overall 0=0.0063 Overall
response chi-square response
rate test rate
98.0% 93.4%
Early Early
death death
2/363 (0.6%) 6/354 (1.7%)
CVA[;(304) CTD (=295)

ChildJA, Morgan JJ, 2009

EPD ENCOMR EPROVGPRECR




Progression-free survival by treatment
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Myeloma
L Child JA, Morgan JJ, 2009



Overall survival by treatment

100 .
PROJECTED OVERALL
MEDIAN SURVIVAL
80 | = 5.5 YEARS
60 |
<25 ____ CTD: N=555
= X’= .45
> \= | CVAD: N=557
P=.5
oc
T 40 |
(7))
2
20 | \UMBERS AT RISK:
555 478 332 181 60 2
557 479 313 187 65 3
1 2 3 4 5 6

TIME (YEARS) Myeloma ?
Child JA, Morgan JJ, 2009
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PFS by post-HDM response & treatment

-

% NOT PROGRESSED

N
o

CVAD:
CR N= 146
CTD: CR N=193

1L | I CTD:

VGPR-NC N= 99

CVAD:
VGPR-NC N= 154

Child JA, Morgan JJ, 2009
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TIME (YEARS)



Ov

100 -
80
no maintenance N= 400
<25 60 maintenance N= 400
E I
= 2
> 40 . X =291
@ P=.09 —
32
20 T NUMBERS AT RISK:
400 266 152 50 1
400 256 145 46 1
5 1 15 2 25 3 35 4 4.5

TIME (YEARS)
ChildJA, Morgan JJ, 2009

- No survival benefit for thalidomide maintenance in either pathway




Impact of maintenance on PFS and survival after relapse in

the intensive arm

Child JA, Morgan JJ, 2009

PFS for PRs pOSt intensive treatment Survival after relapse for PRs post intensive
treatment

PFS BY MAINTENANCE TREATMENT - INTENSIVE PATIENTS
PRs (POST INDUCTION RESPONSE) - INTENSIVE PATIENTS ONLY

FOR PRs ONLY (POST NDUCTION RESPONSE SURVIVAL AFTER RELAPSE BY MAINTENANCE TREATMENT
0 100 _
X =18 X =919
P=0010 P=.0024
8 1 80 1 LILIL L I
i 60
e
=
. =
maintenance 3
g4 | 2 NO THAL N=38
& THAL N 79 = — '
& = maintenance
= 3 2 L
=7 R THAL N= 31
NOTHAL e T6
R R y F 2 6 ) 2 2
TIE YEARS TIVE (YEARS)

- Patients in PR post-induction have a significantly improved PFS with
thalidomide maintenance ("consolidation") but die rapidly after relapse  myetoma



THALIDOMID - negativni PF z hlediska IéCebné odezvy

THALIDOMID

NEGATIVNI PF
Z hlediska |écebné
odezvy

LEFS a OS

EM - progrese
* i pfi poklesu Mig!
Relaps/progrese v Thalidomidu
*1BMPC bez t1MIg!

*nutnost ¢asné biopsie KD a
PET/CT pfi chybéjicim poklesu
Mlg v terapii Thal.

Badros A, 2008



ZAVER — hodnoceni rezimu CTD v souéasnych podminkach (1)

> VYHODY

« velmi dobra tolerance, moznost peroralni modifikace (seniofri)

* ucinnost nizké davky Thalidomidu i u predlécenych
nemocnych

« v poucenych rukou prijatelna, podchytitelna toxicita

« ambulantni rezim (viz. Guidelines CMG 2009)

 nizky vyskyt €asnych umrti (4%)

« ekonomicka dostupnost — 7 tis. Kc/meés. (VZP)

d CTD
> Pouzitelnost v 1écbé 1. linie u ,,senioru” (alternativa MPT)
» Lécbha 2. linie — relaps/progrese/resistence
* po HDT-ASCT (pokud nebyl Thal v indukcni terapii)
 u senioru lééenych KT (pokud nebyl Thal v indukéni terapii)
- prekonani chemoresistence na KT



ZAVER - hodnoceni rezimu CTD v souéasnych podminkach (ll)

d CTD — indukcni lé€ba pred HDT-ASCT
» Pouzitelnost v indukcni lécbé pred HDT-ASCT

- v podminkach nedostupnosti bortezomibu a lenalidomidu
jako lé€ba 1. linie v CR

* vysoky vyskyt KR (21%) a ORR (91%) pred a po HDT-ASCT
(KR-65% a ORR-93%)

« dlouhy interval PFS, ale otazka OS (?)

» zlepSeni pravdépodobné OS na 7 roku ve srovnani s
historickou studii MRC u nemocnych > MR po HDT-ASCT

» uspokojivy nabér PBSC pri dostatechném odstupu od
ukonc€eni Thalidomidu (?)

» Prinos Thalidomidu v udrzovaci lécbé pro prodlouzeni OS je
nejisty — rozhodnou vysledky probihajicich studii

*Indikace CTD se v lécbeé 1. a 2. linie
ale zuzuje s narustajici dostupnosti
bortezomibu a lenalidomidu

» perspektivne i pomalidomidu, panobinostatu,
vorinostatu, perifosinu, carfilzomibu, ...
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Dekuji za pozornost
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