


K-ras Mutation: pradiktiver und prognostischer Parameter

pooled analysis (n=114)

(n=36) (n=78)
CR 0% 2.6%
PR 0% 41%
SD 38.9% 33.3%
PD 61.1% 23.1%

Estimated Probabilty of Survrval

Favaorabk prognostio factor

1,00 -
0.75 -
0,50 -
0,25 -
P 0
0 10 20 30
Time (months)
Morihs
Mo, at risk a & 12 18 24

Favorable prognoetio factor

0
1
2

a0
1
41

Lievre et al. J Clin Oncol 26: 374; 2008 .

1 3 2 0
40 1a 1 B
=4 20 1 B

JK

Kuhr OKP 2009



Uberblick unterschiedlicher EGFR1 Inhibitoren in
Kombination mit CTx beim MCRC

Ine egime n rim. Obj esu P

CRYSTAL! | 1st FOLFIRI £ Cetuximab 1198 PFES 9.9vs8.7/mo | 0.048
OPUS? 1st FOLFOX + Cetuximab 337 OR 61% vs 37% | 0.011
PRIME3 1st | FOLFOX % Panitumumab | 1183 PFS 9.6 vs8.0mo | 0.02
NA% 2nd | FOLFIRI = Panitumumab | 1186 PFS/OS | 5.9vs 3.9 mo | 0.004

Van Cutsem et al. N Engl J Med 360: 1408; 2009
2Bokemeyer et al. J Clin Oncol 27: 663; 2009
3Douillard et al. ESMO/ECCO 2009

4Peeters et al. ESMO/ECCO 2009
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MNo. at Risk

IFL+bevacizumab 402

IFL+placebo

411

IFL+bevacizumab
IFL+placeba

20
Months

ez 320 178 73 20
3e3 292 139 51 12



Uberblick - Palliative Therapie

Chemotherapie vs. ,best supportive care®: Uberlebensvorteil?

Optimale Verabreichung von 5-FU (Bolus vs kontinuierliche Infusion)?

Kann FUFA durch Capezitabine substituiert werden?

Reihenfolge der Verabreichung von FUFA+Irinotecan vs FUFA+Oxaliplatin?

Kann FU in Kombination mit Irinotecan/Oxaliplatin durch Capecitabine
substituiert werden?

Welchen Vortell bringt die Kombination von Chemotherapie mit innovativen
Immuntherapien?

Primar operable Lebermetastasen: alleinige chirurgische Intervention nach
wie vor Standard?

Gegenwartige Standardtherapie?
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HR 077 (9566% C1 0-60-1-00); p=0-041

Number of patients at risk.
Surgery 171

PerOpCT 171

Progression-frea survival (%)

HR 0-73 (95-66% (1 0.55-0-97); p=0-025.

Number of patients atrisk
Surgery 152
PeriOpCT 151
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Mehrere Optionen:

— Auswahl hangt ab von: Vortherapie, Komorbiditat, Mutationsstatus (z.B. K-
ras)

Primartherapie:
— Kombination FUFA + Irinotecan/Oxaliplatin + Bevacizumab
— Kombination (FUFA + Irinotecan/Oxaliplatin) + Cetuximab
— Entscheidend: Erhalt aller drei Substanzen
= 2nd line:
— Wiederholung des Regimes bei langem progressionsfreien Intervall
— Jeweils alternative Kombination
— Cetuximab + Irinotecan
— Panitumumab

Bel primar resektablen Lebermetastasen (Primartumor):
— OP + perioperativ FOLFOX IV
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At risk
— 5.FU + levamisole  (n=304)
~— Levamiscla {n=310)
--= Follow-up only  (n=315)

P-value; 5FU + levamisole vs
follow-up only: =0.0007

3 4 5 6
Years from registration




Langzeiteffekt von FU: ACCENT (n=20800)

b zonclusions: Duration of benefit

¢ Short term DFS benefits translate
into long-term OS benefit

* DFS hazards never reverse — 5-FU
based chemotherapy prevents, not
just delays, recurrence

Surgery Alone Arms
5-FU Based Rx Arms
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Sargent et al. ASCO 2007
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Capecitabine (n=1004)

hE
52
S
Z
-
£







= FL + cealiplatin (245 events)

— FL + cxaliplatin (304 events) — FL {283 eventa)

== FL {360 everitsa)
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FL + cexalipl atin Hazard ratio (85% CI) P

FL + cecalipl atin Hazard ratio (95% CI P
ipl ' 785 0.84 00.77 to 1.000 e

0.8000.68 to 0.93)

36 42 45 54 60 66 72 78 84
Time {months) Time (months)

FL+ cecaliplatin 1,123 1,103 1076 1053 1018 982 087 Q37 916 887 863 835 763 G20 287

FL+oxaliplatin 1,123 1,086 1024 962 919 884 858 841 825 797 632 27
L 1123 1088 984 907 858 g0 79 7M1 751 724 572 208 FL 1,123 1,100 1071 1,033 1,003 067 040 011 220 887 820 786 723 409 283
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Adjusted DFS
HR=0.98: 95%CI [0.74-1.31]
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Deaths O-E Var

Chemotherapy 252 -23.3 1362
Observation 293

3 4 g [+]
Years from randomisation

Number still at risk

Chemotherapy 1483 1381 1214 1006 841 709 G573 405 255 113 17
Observation 1480 1388 1196 089 826 679 G533 379 252 117 18
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= Stage ||, FL+ cxaliplatin
~ Stagell, FL

= Stage lll, FL + coealiplatin
= Stage I, FL

Probability of survival at 5 years (%)
FL  FL + oxaliplatin Hazard ratio (85% CI} F

Stage | 70.0 837 0.84 (06210 114 258
Stage Il 58.9 6.4 0.78(0.65t0 0,93 005

12 19 24 3 3w/ 42 43 b4

Time {months)

sd44 515 482 474 481 438
gog 472 445 40 4N an

302 34 330 350
s 3|y 380







NSABP C-08

DFS

N=2710
Med FU: 35.6 Monate
Stats: 25% Reduktion in der event rate
Stadium II: 24.9%
Regime:
— Folfox fir 6 Monate

— Folfox + Avastin fir 6 Monate gefolgt
von weiteren 6 Monaten einer Avastin Ev 3yDFS

Erhaltung mFFe+B 291 774
mFF6 312 75.5

Wolmark et al. ASCO 2009
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Stadium IllI:

— FOLFOX IV Uber 6 Monate
» Evidenzlevel 1 (Mosaic, NSABP-07)
» Cave Neurotoxizitat

— Bei Kl gegen Oxaliplatin:
» Capezitabine
« FUFA (C.l1.) z.B. De Gramont Regime
* (Bolus Regime)
Stadium II:
— Keine generelle Standardindikation
— FUFA (C.I.) oder Capezitabine
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m

(n=350) (n=316) (n=411) (n=402)
PFS (mo) 8.4 9.9 6.2 10.6
OS (mo) 20 23.5 15.6 20.3
OR (%) 39.7 57.3 34.8 44.8
G3/4 (%) 61 79 (74) 74 84.9

m

(n=97) (n=82) (n=331) (n=325) (n=701) (n=699)
PFS (mo) 7.2 8.3 8.0 9.6 8.0 9.4
OS (mo) 18.5 22.8 18.8 NE 19.9 21.3
OR (%) 34 57.3 48 55 38 38
G3/4 (%) 64 82 NR NR 75 88
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