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1995
Eine Option

5-FU

0 1.

2000
Mehrere Optionen

5-FU
Orale Fluoropyrimidine
Irinotecan

2005
Viele Optionen

5-FU
Orale Fluoropyrimidine
Irinotecan

Oxaliplatin Oxaliplatin
Bevacizumab
_ _ o Cetuximab
Primartherapie: Aktivitat
RR 20% RR 50% RR 50%+

PFS 5 6 Monate
UL 10 12 Monate

PFS 8 9 Monate
UL 20 Monate

PFS 9+ Monate
OS 22+ Monate

Themen

Geringe Aktivitat

Optimales Regime

Optimales Regime
Optimale Sequenz?
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Heilung? Nebenwirkungen
Grollenabnahme der Metastasen Aufwand (Fahrten etc.)
Weniger Symptome ,Lebensqualitat"
Langeres Leben Kosten

Auch die Tumorerkrankung hat
~,Nebenwirkungen*
(= macht Symptome)

Wirkung / Nutzen Nebenwirkung / Schaden
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Van Cutsem et al., J Clin Oncol 2007



2D(0 3:

| + "EJF 1 K



2D(0 3:

L . " K







PO

PO



G $ 4" I(F
? 4 N #
$ .. /
/ 3: 2 /
)
9% % #+< |/
) /
0) 9% %  #+<
G >
$ . /
O) $

R

)
)

PO

PO

"HH# $%%&

)K
KII*

Lll*
PO

1 "*O



$ . G > 0

I A
G $ . 4" |(F ) -

?2 4 N # ) | *

$ .. .

/| 32 / ) )K "N
) *n K"* ) nyk
9% %  #+< [

) ! L"* )'N

0) 9% %  #+< PO PO Q P)O

G >

$ ) / *1%

O) $ . PO ‘KO @)







0+

0 =510 -F ($0)

RECIST WHO Volumen

| > ##4 9 # <

Therasse et al., INCI 2000



e | # #
e 2>0.

&



$ % $ . % #

( 2 R
e (2 & 48
~? EF
— &
e (| G 8

—F4009 [ % <

e (# #HO# 4 8
-9 ’ P/ B



e | # #
e 2>0.
e | #

&
0 -

#

% %



5 1
D: NS 14
)*
*DBS R NS
| 4
P)
5

"E -#J)

P (

F1




$ # #0 %% Y
Median
HR Median PFS treatment
(mos.) duration
(mos.)
FOLFIRI 8.0 59
CRYSTAL _ 0.85 + 0.9 +0.1
+ Cetuximab 8.9 6.0
FOLFOX / XELOX 8.0 5.7
NO16966 _ 0.83 +14 } + 0.5
+ Bevacizumab 9.4 6.2
AVE 2107 |'TH 058 | %% ] waa| °7
+ Bevacizumab ' 10.6 ]} "7 8.0 +28

Van Cutsem et al., ASCO 2007; Saltz et al, ASCO 2007; Hurwitz et al., NEJM 2004
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0.8+

0.6

0.4+

PFS estimate

0.2

T1
%

6 months

UV 4
14 8

FOLFOX4/XELOX + Avastin
— FOLFOX4/XELOX + placebo

On treatment: HR=0.63
(PFS 10.4 vs 7.9 months, p<0.0001

General: HR=0.83
(PFS 9.4 vs 8.0 months, p=0.0023)

*Pre-planned analysis

10 15 20
Months

Saltz, et al. ASCO 2007 (poster)
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AlO KRK 0604 trial

XELOX XELIRI
bevacizumab bevacizumab
N 127 130
Median tx duration nax** nax**
Median PFS (mos.) 10.3** 12.0**
ProPoT 56%0*** 649%p***

*Arnold, Hinke et al., in publication
**Reinacher-Schick et al., ASCO 2008; *** Schmiegel et al., ASCO 2009 (submitted)






> 75%:
Rezidiv

ca. 22%: Helluing

Tomlinson et al., J Clin Oncol 2007
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single | double |

) ! ,Liver met. only* pts.
Resection rate : ii unselected pts.

Response rate
Folprecht et al., Ann Oncol 2005
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PFS1

PFSITT,
PFS ,on treatment” (per protocol)
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PFS1 TFS

PFSITT,
PFS ,on treatment” (per protocol)

TFS
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PFS1 TFS

PFSITT,
PFS ,on treatment” (per protocol)

TFS
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PFS1

alle non PD, non resektabel

TFS ab maintenance

Ion

PEFS maintenance + reinducti

alle Patienten

PFS, TFS
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18 Studien, 34 Arme
Individuelle Patientendaten
67% UICC-Stadium Il

Therapie vs. Kontrolle: 4922 Patienten
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Spéatere Tode durch bessere Spatere Tode durf:h bessere
palliative Therapie? adjuvante Therapie?

1°F "EJF 1
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Bsp.: Bevacizumab
bei KRK

Arnold, GICEF 2009 (oral ppt.)
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1567

Van Cutsem et al., J Clin Oncol 2007
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92D(<
CRYSTAL
V-
N
NO16966 % 4 . H 4
IFL 6.
AVF 2107 + 813 0.58

Bevacizumab
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2 0 2D( . 4

q Treatment
n HR M?m'ozl)zs duration
' (mos.)
FOLFIRI 8.0 5.9
CRYSTAL _ 1198 0.85
+ Cetuximab 8.9 6.0
FOLFOX/
XELOX 8.0 5.7
NO16966 1400 0.83
+ 94 6.2
Bevacizumab
IFL 6.2 5.2
AVF 2107 + 813 0.58
Bevacizumab
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Proposal: Registrierung aller Patienten
Randomisation ab maintenance

TFS ab maintenance

| >
PFS maintenance | PFS reinduct

>

>
PFS1 TFS

all pts.
PES, TFS TFS ab maintenance

= PFS maintenance + reinduction
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