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Basic Treatment Strategy

Algorithms

Protocols




Initial Treatment Strategy

Consolidation Maintenance

Induction: High dose chemotherapy Interferon / corticoids
« VAD or VDD Thalidomide or Thal + Dexamethasone
it — Lenalidomide + DEX

Novel consolidation Bortezomib combo’s, others

Lenalidomide + Dex
Bortezomib + Dex
PAD...others

or
No Maintenance



Conventional therapy (VAD, MP)

Autologous transplantation

New drugs (Thal, Velcade,

Revlimid)




Treatment aims
in the 21™ century




Treatment aims

e Strong response - at least VGPR (>90%)
e Long-term remission

&

e (Quality of life - maximal level
e Short treatment & long interval without treatment

e Thinking about future - no induction of toxicity which will
block the use of other drugs in the future




Basic Treatment Strategy




Basic Treatment Strategy

FOCUS ON LONG PERIOD OF LIFE WITH CANCER

10 YEARS

4 RELAPSES




Rules
for the treatment of MM
according guidelines
of
CMG and SMS




Reasons for the Treatment Discontinuation

If we have more than one treatment options than we has
change treatment when it is:

A: NOT EFFECTIVE

B: POORLY TOLERATED




Reasons for the Treatment Discontinuation

STABLE DISEASE
IS NOT SATISFIED RESPONSE

MINIMAL RESPONSE (M-Ig <50%)
IS NOT SATISFIED RESPONSE




Reasons for the Treatment Discontinuation

STABLE DISEASE
IS NOT SATISFIED RESPONSE

MINIMAL RESPONSE (M-Ig <50%)

}

WE NEED AT LEAST PARTIAL RESPONSE

IS NOT SATISFIED RESPONSE




Benefit of the new drugs -
thalidomide and bortezomibe, lenalidomide

New drugs have significant benefit for patients
with relapse and resistant disease

The key rules are:

1. Do not use monotherapy

2. Reserve other new drugs for the future




Algorithms
of the MM treatment




Treatment Strategy
for
JUNIORS
(< 65 years)




1. NEW DIAGNOSIS: TRANSPLANTATION
(gold standard)

2. FIRST RELAPSE: THALIDOMID
or VELCADE
based regimen

+ re-transplantation if the regimen is toxic
or response after 4 cycle is less than 50% (PR)
CMG:




3. THIRD RELAPSE: THALIDOMID
or VELCADE
based regimen

+ re-transplantation if the regimen is toxic

or response after 4 cycle is less than 50%
(PR)




Lécba mnohocetného myelomu dle guidelines CMG ,
aktivni protokoly platné od 1.4.2007, pro pacienty
do 65 let -primolécba

Nové diagnostikovany mnohocetny myelom program JUNIOR

1

4x INDUKCNI REZIM
CTD, CAD, ....

1

STIMULACNI REZIM
Cyklofosfamid 2500mg/m2 + G-CSF 5-10ug/kg
Sbér Stépu dostacujici na tfi autologni transplantace

1

AUTOLOGNI TRANSPLANTACE

Melphalan 200mg/m?2
Lécebna odpovéd > VGPR Lécebnd odpovéd < VGPR
(pokles MIG >90%) (pokles MIG <90%)
56Mﬁ 5 Bez 1écby, 2.AUTOLOGNI TRANSPLANTACE UdrZovaci lécba
relapsu Maximalné 1 rok




Treatment Strategy
for
SENIORS
(> 65 years)




1. NEW DIAGNOSIS: THALIDOMID
based regimen or
melphalan-prednison

(MP)

1.-3. FIRST RELAPSE: THALIDOMID
or VELCADE
based regimen or MP




Algorithms
of the MM treatment

Summary




GOLD STANDARD

Melphalan 200mg/m2
day -1

single transplantation

for patients achieving VGPR
(70-80%)

Attal et al. N Engl J Med. 1996; 335(2):91-7.
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Zmény oproti Guidelines z roku 2005

. Thalidomid v primolecbe '

. Interferon neni doporucen jako UL

. Udrzovaci lecba je jen ,mozna" a to
thalidomid 100mg/den po dobu
maximalne 1 roku

4. PR po 4 cyklech a VGPR po lécbe

jako klicove rozhodovaci body
5. Zmeny rezimu pri toxicite a rezistenci
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Thalidomide Based Regimens for Newly Diagnosed
Patients with Multiple Myeloma

MPT vs MP in Elderly Patients With MM:
Event-Free Survival and Overall Survival
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Overall Survival According To Treatment
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HOW TO
INTRODUCE
THE BENEFIT OF
thalidomide TO ALL
SUITABLE
PATIENTS




Where we are staying NOW ?

II. NEW POSSIBLE STANDARD IS

THALIDOMIDE 100MG/DAY

BUT OPTIMAL MT IS NOT KNOWN




Thalidomide maintenance after AT-
Trial IFM 99 02

IFM 99 02 : Overall Survival According
to Thal (Arm B versus Arm C).
100 . :
s _ATMC

=1

=1nll ArmB
oA -no therapy (n= 200pts.)

= P < 0.01 oB - Pamidronate (n= 196 pts.)
o(C - Pamidronate +Thalidomide (n= 201 pts.)
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Attal et al. Blood 2006; 108, 10: 3289-3294.




Thalidomide maintenance after AT-
Trial IFM 99 02

A -no MT; B - pamidronate; C - pam+thalidomid)
e Do studie bylo zarazeno celkem 597 pacientii - 3 ramena

e Celkovée rameno s thalidomidem jasné€ 1€pe pi1 hodnoceni ve 4 letech

doby do relapsu (interval event free survival)

A (37%) vs. B (35%) vs. C (50%) ; p=0,003

celkoveho preziti (overall survival):

A (87%) vs. B (76%) vs. C (74%); p=0,04

Attal et al. Blood 2006; 108, 10: 3289-3294.
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Thalidomide maintenance after AT-
Trial IFM 99 02

1. delece chromozomu 13 byla spjata s vyznamné
n1zSi ucinnosti thalidomidu a chovala se jako

nezavisly prognosticky faktor

2. udrzovaci 1écba thalidomidem neme¢la vliv na
celkove vysledky pokud bylo dosazeno poklesu
paraproteinu pod 90% vstupni hodnoty (VGPR).




Thalidomide maintenance after AT-
Trial IFM 99 02

3. Toxicita podané udrzovaci 1éCby pritom byla
vyznamna. Vice nez tfetina nemocnych (39%)
muselo leCbu predcasné ukoncit.

Prumérnad podavana davka byla 200mg (50-400mg).
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Lééba mnohoéemného myelomu
pro pacienty do 65 let — primoléiha

MovE diagnostiKovany ts MM - program JUNIOR

4x indukéni rezim
CTD, CAD

(jin¥ na bizi high-dose dexamethazon)
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Leécba mnohodetného myelomu
pro pacienty de 65 let — l1é&ba relapsu

dx indukéni rezim
Rezim s Veleade (CVID, VMP, VD, BDD)
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CESKA MYELOMOVA SKUPIN/

L.eé€ba mnohoéetného myelomu
pro pacienty nad 65 let — primolecba

4x indukéni rezim
CTD, MPT. MP a podobny rekim
i v PETLLL

G

I—_ \idsbaé pdpevidi _l

Lédebaf slpus i = PR (pokles BN Htay [ Lédehah o posd PR okl MG

L] nrhe
ibishira tolerunce &6 | Spaind tolerasce Hdby

¥ ' ¥

Stejoy indukcni rezim Zména indukéni rezim



mnohoéetného my

isem MM - pr

4X indukéni rezim
Refim & Veleade (CVD, VMP™, VI, BDD)
Refim s thalidomidem (CTD, MPTT, T
Jiny konv i reFlm [ NP

L ie b ol i ol Il | i 1L Lacebns o pasood MR, ST, s
] neb
dabrs toleranece &by Epaina lole runce ledhy

. .

g Step Autologni Siep
N

)

I ¥olemde ¥ miud o

oCZECH

A MYELOMOVA SKUPINA




Protocols




Hmaotmasd {kyb:

Charakteristi

Radpis rekimu:
amid S00mg/m® - iy den 1. a 15

625mg/m- - p.o.

halidomid 2000 mg/den  p.o kontinudlné

Dexametazon 4 mg'den  poo. den 1—-4.
(P 1l }
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TOXICITA
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VELCADE based regimens
CVD junior and senior
VMP junior and senior
(VD junior and senior)

THALIDOMIDE based regimens
CTD junior and senior
MPT junior and senior
(TD junior and senior)

(Cyclophosphamide or melphalan; corticoids; new drug)




Zmény oproti protokolum z roku 2005

1. Vsechny protokoly rytmus 4 tydnu
2. Modulace intenzity JUNIOR vs. SENIOR
3. Duraz na monitoraci toxicity a casnée
redukce davek pri st. ITI-IV
4. KOMBINACE:
kortikoid + alkylacni latka + novy lek
5. Moznost vyberu




CTD junior vs senior

JUNIOR SENIOR
Cyclophosphamide ‘
S00mg i.v. day 1, 15 vs. Daily S0 mg
(625mg p.o.)
Jthalidomid
200 mg 100 mg
Dexamethazon

40 mg day 1-4, 15-18 20 mg




CYCLOPHOSPHAMIDE based regimens
(CVD, CTD, CD)

VErsus

MELPHALAN based regimens
(MPT, VMP, MP)




Conlusions

N 5
MYELOMOVA SKUPIN/

=
<
~
A




Autologous transplantation
1S gold standard

for newly diagnosed patients
with MM at age under 65

and

re-transplantation is very good

treatment option
for relapsed patients




Our strategy for routine life in period 2007-2010

To use thalidomide based regiment
as first line treatment
In all elderly patients
up front

{activation from April 1, 2007 }




Our strategy for routine life in period 2006-2010

To use VELCADE/THALIDOMIDE
based regiment
as second and third line treatment
In all patients




Our strategy for routine life in period 2006-2010
SUMMARY

We need use new drugs in elderly patients
to achieve the similar results as in younger
patients using autologous transplantation

We need less toxic and more safe induction
treatment than VAD for younger patients




How can patients organizations help?

It is very important, if any of evaluated therapies
is considered as new perspective treatment.

The more important is, if the most patients can
benefit from this treatment in the short time period.

Rapid introduction of new effective therapeutic
strategy is the place for active patient organizations.




Vyhody spolecnych algoritmu a protokolu

1. Kdo si neni zcela jisty s optimalni
lecbou - neudela chybu

2. Optimalizace lécby novymi leky
(prinos versus nezadouci ucinky)

3. Moznost spolecheho hodnoceni dat
a rtuznych protokolis

4. Ochrana lékaru - lécba podle guidelines




Thank you for you attention
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