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Udrzovaci terapie MabTherou - koncept

® Folikularni lymfom — ic¢inna lécba 1.linie, ale relapsy

® Cytostatika, INF alfa — limitace v udrzovaci terapii

® MabThera - acinnéjsi u pacienti odpovidajicich na induk¢ni terapii
— Muze zlepsit odpovéd’ (PR> CR)
— Miize zasahnout t(14;18)+ CD20+ “lymfomoveé prekurzory*

® Dlouhy biologicky polocas Ab — 2-3 mésice

® Imunologicky efekt miize byt ucinnéjsSi v dobé vzdalené od podani
chemoterapie

® \yborny profil toxicity MabThery
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Prehled studii s udrzovaci lécbou u FL

Setting

(line) Study induction  Rituximab maintenance
Minnie Pearl! Phase Il 1st Rituximab ORR 73%
SAKK 35/982 Phase IlI 1st/2nd ( Rituximab E)FS T 12—>23 mo
Minnie Pearl3 Phase 1l 2nd \ Rituximab /éFS T 731 mo

~_

1Hainsworth JD, et al. J Clin Oncol 2002;20:4261-7
2Ghielmini M, et al. Blood 2004;103:4416-23
3Hainsworth JD, et al. J Clin Oncol 2005;23:1088-95

C LSG '){ I( I_S 4Hochster et al. J Clin Oncol 2009 [ePub ahead of print]
/e Svan Oers M, et al. ASH 2008: Abstract 836
Czech Lymphoma Study Group 5Dreyling M, et al. Proc Am Soc Clin Oncol 2006 (Abstract 7502)

Kooperativni lymfomova skupina



Prehled studii s udrzovaci lécbou u FL

Setting
(line) Study induction  Rituximab maintenance
Minnie Pearl* Phase 1l 1st Rituximab ORR 73%
SAKK 35/982 Phase 11 1st/2nd Rituximab  EFS 1 12—23 mo
Minnie Pearl3 Phase Il 2nd Rituximab PFS 1 7->31 mo
ECOG 1496+ Phase 111 1st / CVP \PFS t 16552 mo
EORTC 20981° Phase I11 2nd / CHOP R %FS 1 16—>44 mo
GLSGS Phase Il1 2nd \ FCM R / DR 1 17-NR
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SAKK 35/98 study

MCL 104 !I‘ -61< ______________ » Observation
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weekly x 4 Rituximab 375mg/m2 every 2 months x 4

PD off study
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SAKK 35/98 study: EFS for FL
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ECOG 1496 study
Rituximab maintenance after chemotherapy
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ECOG 1496 study
Progression-free Survival (Primary Endpoint)
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ECOG 1496 study
Overall Survival
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Zavéer ECOG 1496 studie

® Udrzovaci léCba MabTherou po chemoterapii CVP
prodluzuje o 3 roky dobu do progrese

® Benefit v celkovém preziti pro udrzovaci terapii je
zatim statisticky hrani¢né vyznamny

® Vyznam udrzovaci lécby MabTherou nutno ovérit
po indukéni terapii R-CHEMO (PRIMA study)
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Relapsed/resistant FL: EORTC 20981 trial design

6x CHOP -21

Observation
n=167

= 28
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EORTC study
Progression-free Survival (Primary Endpoint)
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EORTC 20981 Intergroup phase I11 trial

PFS from 2nd randomization

Subgroups according to induction treatment

CHOP induction R-CHOP induction
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EORTC 20981 Intergroup phase 111 trial

PFS from 2nd randomization

Subgroups according to response quality after induction

CR after induction PR after induction

Czech Lyl;nphoma Study Group

Kooperativni lymfomové skupina van Oers M, et al. ASH 2008: Abstract 836



EORTC study in relapsing patients
Five-year Overall Survival
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EORTC 20981: adverse events*

during maintenance

Observation Rituximab
Grade 3 Grade 4 Grade 3 Grade 4

(n, %) (n, %) (n, %) (n, %)
Leucopenia 4 (2.4) 3 (1.8) 10 (6.0) 1 (0.6)
Granulocytopenia 6 (3.6) 3(1.8) 11 (6.6) 7(4.2)
Infection 3 (1.8) 1 (0.6) 12 (7.2) 3 (1.8)
Cardiac 7(4.2) — 7(4.2) 3(1.8)
Pulmonary — — 2(1.2) 2 (1.2)
Skin 1 (0.6) — 4 (2.4) —
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*Events with >2% reported grade 3—4 events (WHO)

van Oers MHJ, et al. Blood 2005;106:107a (Abstract 353) Updated in oral presentation



Meta-analysis: Rituximab maintenance in FL
overall survival

Study HR (95% Cl)  Weight (%)  HR (95% CI)
Forstpointner 2006 —— 8.1 0.49 (0.18-1.30)
Ghielmini 2004 -~ 20.7 0.50 (0.27-0.92)
Hainsworth 2005 - 25.3 0.86 (0.49-1.49)
Hochster 2005 —i— 15.2 0.51 (0.25-1.04)
Hochster 2007 — 1.5 4.51 (0.47-43.4)
van Oers 2006 - 29.1 0.51 (0.31-0.86)
Subtotal (95% CI) ’ 100 0.60 (0.45-0.79)
p <0.0003
| | | |
0.001 0.1 1 10 1000
CLSG \&_ KLS Favours rituximab maintenance Favours observation

Ceech Lymphoma Study Group 1. Vidal L, et al. J Natl Cancer Inst 2009; 101:248-255.
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Meta-analysis: Rituximab maintenance in FL
Infectious adverse events

Study HR (95% Cl) Weight (%)  HR (95% ClI)
Forstpointner 2006 —-.— 74.80  1.50 (0.84-2.68)
Ghielmini 2004 - . 4.89 2.14 (0.20-23.07)
van Oers 2006 = » 2022  3.75(1.27-11.06)

Subtotal (95% ClI) <> 100 1.99 (1.21-3.27)

Total events: 39 (R maintenance),
20 (control)
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) Favours Rituximab maintenance )
CLSG ')\ KLS Favours observation
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Udrzovaci lé¢ba MabTherou - shrnuti

® Udrzovaci terapie MabTherou vyznamné prodluzuje:

1. obdobi bez progrese (PFS)

- v 1.linii -03roky (1.3 vs. 4.3 let) - ECOG 1496 study

- v relapsu - o 28 mésicu (16 més.vs.44 més.) - EORTC study
- u pacienti v CRi PR

CLSG = KLS
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Udrzovaci lé¢ba MabTherou - shrnuti

® Udrzovaci terapie MabTherou vyznamné prodluzuje:

1. obdobi bez progrese (PFS)

- v 1.linii -03roky (1.3 vs. 4.3 let) - ECOG 1496 study

- v relapsu - o 28 mésicu (16 més.vs.44 més.) - EORTC study
- u pacienti v CRi PR

2. celkové preziti (OS) - ECOG 1496 study
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PRIMA study

Untreated
Follicular NHL

High tumour
burden

1217 patients
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CR/PR 1030 patients

Observation

\

PD/SD
off study

An international Intergroup study conducted by the GELA



PRIMA - aktualni stav

® Celkem:
— 25 zemi, 223 center

— 1217 pacientii zarazeno
— 1193 pacientii vyhodnoceno

® Vybér lécby 1.linie:

— R-CHOP 881  (74%)
~ R-CVP 268 (22%)
— R-FCM 44 (4%)

CLSG 2> KLS
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PRIMA study

Dle vysledkii interim analyzy splnén primarni cil studie

Vysledky budou prezentovany na ASCO a EHA 2010

CLSG = KLS
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Udrzovaci lécba MabTherou - otazniky

® VVyznam po R-CHEMO? (PRIMA)
O

CLSG 9= KLS
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Udrzovaci lécba MabTherou - otazniky

® VVyznam po R-CHEMO? (PRIMA)
® Schéma?

- 1x 375mg/m? po 2M (PRIMA)

- 1x 375mg/m? po 3M (EORTC)

- 4x 375mg/m? po 4M (ECOG)
®

CLSG 9= KLS
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Udrzovaci lécba MabTherou - otazniky

® VVyznam po R-CHEMO? (PRIMA)

® Schéma?

- 1x 375mg/m? po 2M (PRIMA)

- 1x 375mg/m? po 3M (EORTC)

- 4x 375mg/m? po 4M (ECOG)

® Delka podavani — 2 roky ¢i do progrese ???
O

O

O
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Udrzovaci lécba MabTherou - otazniky

® VVyznam po R-CHEMO? (PRIMA)

® Schéma?

- 1x 375mg/m? po 2M (PRIMA)

- 1x 375mg/m? po 3M (EORTC)

4x 375mg/m? po 4M (ECOG)

Délka podavani — 2 roky ¢i do progrese ? (psycholog.aspekt)
Jine formy aplikace? (s.c.) — BP 22333 studie

Jak 1éCit relapsy béhem/po udrzovaci 1éCbé?

® Bezpecnost dlouhodobé udrzovaci 1écby?

CLSG 2> KLS
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NasSe zkuSenosti s udrzovaci 1écbou
MabTherou - 1.linite FL

® 16 nemocnych - léé¢eni jako ,,konsolidacni terapie“

® Stav lymfomu pred zahajenim udrzovaci 1écby — 8XCR,
8XPR

® 1x po 2 mésicich po dobu 1-2 let
® Lécbu zatim ukoncilo 7/16 nemocnych
® Pocet progresi a relapsu: 0

CLSG 2> KLS
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NasSe zkuSenosti s udrzovaci 1écbou
MabTherou — relapsy FL

® 17 nemocnych

® Median predchozich linii 1écby — 2 (1-4)

® 1x po 3 mésicich po dobu 2 let (EORTC schéma)
® Lécbu zatim ukoncilo 12 nemocnych

® 2/17 - progrese na lécbé

® Bezpecnostni profil velmi dobry (infekce)
CLSG 9= KLS
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Vize 1€Cby 1.linie FL — ¢erven 2010

R-CHEMO =2 CR, PR =2
MabThera 1x po 2M po dobu 2 let
(tedy 12x)

CLSG® )\ KLS
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Udrzovaci lécba — jak dale?

e Udinngjsi protilatky? (GA 101 ...)

® Podavani az do progrese onemocnéni?

® Kombinace protilatek s dalsSimi molekulami?
— Cytokiny?

— Jiné protilatky (anti CD 80, bispecifické Ab...)
— Kombinace s IMIDs ? (lenalidomide atd..)

CLSG 2> KLS
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ZlepsSujeme osud nemocnych s FL?

CHOP + MoAb

ProMACE
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Death Estimate
18 91%
189 79%
226 69%

4 6
Years After Registration

Fisher, R. Il. et al. J Clin Oncol; 23:8447-8452 2005
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