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Practice Guidelines
in Oncolo‘gy‘ - v.3.2009
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CONTINUUM OF CARE - CHEMOTHERAPY FOR ADVANCED OR METASTATIC DISEASE: ! (PAGE 1 of 6)

Therapy after Second Progression

Cetuximab (KRAS WT gene only)®12-14 + jrinotecan,® patients
not able to tolerate combination, consider single agent
cetuximab5:12-14 (KRAS WT gene only) or panitumumab5:13-15
{KRAS WT gene only) (not as combination)

+ Clinical trial or best supportive care 16

Initial thera Ther fter First Progression
FOLFOX2% .
bevacizumab o FOLFIRI I
CapeOX3% ;‘:"_' 8 I
bevacizumab*5 :rnotecan
or ) + | FOLFIRI + cetuximab3.12-14 (category 2B
FOLFC')(3 or (KRAS WT gene only)”
CapeOX or
+ cetuximab 56 Cetuximab5:12-14 (KRAS WT gene only)
(KRAS wilci-ﬁtypt‘a7 irinotecan?® (category 2B)
[WT] gene only)
or
2
FOLFIRIS + g?LFOX or CapeOX3
. : 45
Patient . bevacizumab Cetuximab (KRAS WT gene only)5-12-14
:pproprla . . or N irinotecan,® patients not able to
wE FOLFIRI® £ tolerate combination, consider single
intensive cetuximab 56 t cetuximab5.12-14 (KRAS WT gene|
therapy agent cetuxima { gene
(KRAS WT gene only) or panitumumab 5.13-15 (KRAS WT
only)” gene only) (not as combination)
FOLFOXZor CapeOX? >
or
5-FU/leucovorin®+ |°F
bevacizumab 4510
Irinotecan®
or >
or FOLFIRI®
FOLFOXIRIT
(category 2B)

Patient not appropriate for intensive therapy, see COL-C 2 of 6

Cetuximab (KRAS WT gene only)312-14 4 jrinotecan, 8 patients
not able to tolerate combination, consider single agent
cetuximab5:12-14 (KRAS WT gene only) or panitumumab5:13-15
(KRAS WT gene only) (not as combination)

FOLFOX? or CapeOX?3

Cetuximab (KRAS WT gene only}5:12-14 4
irinotecan,  patients not able to tolerate
combination, consider single agent
cetuximab512-14 (KRAS WT gene only) or
panitumumab?13-15 (KRAS WT gene only)
(not as combination)

Irinotecan® —

Cetuximab (KRAS WT gene only)512:14 4 jrinotecan, 8 patients
not able to tolerate combination, consider single agent
cetuximab12-14 (KRAS WT gene only) or panitumumab5:13-15
(KRAS WT gene only) (not as combination)

See footnotes on page COL-C 3 of 6

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 3.2008, DAM2/08 @ 2008 National Compretsnsive Cances Nateork, Inc. A rights reserved. These guldelires and this INustration may not be reproduced in any form without the express written permission of NCCN.
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Cetuximab (anti-EGF-R) puo essere impiegato in pazienti EGFR+ K-ras non mutato
(WT), indipendentemente dalla linea di trattamento, sia in associazione a regimi con
irinotecan e/o fluoro pirimidine e/o Oxaliplatino, sia in monoterapia nei pazienti pre-
trattati con intolleranza ad irinotecan.

Panitumumab (anti-EGF-R) puo essere impiegato in monoterapia in pazienti EGFR+ K-
ras non mutato (WT) sottoposti a precedenti trattamenti chemioterapici che non ab-
biano precedentemente impiegato Cetuximab, o che lo abbiano sospeso, in assenza di
progressione, per reazione infusionale.
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Ref. Disegno/ Pazienti e trattamento Misure di Risultati
fase esito
Cristal RCT/III 540 pz K colonretto metast, 1° 1=PFS 9,9 vs 8,7 (p=0.017)
: linea con valutazione Kras
NEJM 2009 | Analisi 2= 0S 24.9 vs 21 (p=ns)
retrospettiva Cmab+FOLFIRI vs FOLFIRI
Opus RCTI/II 233 pz K colonre_tto metast, 1° 1=OR (CR+PR) | 61% vs 37%
JCO 2009 Analisi linea con valutazione Kras 2w PES (p=0.011)
retrospettiva Cmab+FOLFOX4 vs FOLFOX4
EPIC RCT/III 1298 pz K c_olonretto metast, 1=0S 10,7 vs 10 (p=ns)
JCO 2008 | @perto EGFR+, 2%linea 2= PFS, 4 vs 2,6 (p<0.0001)
Cmab+IRINO vs IRINO CR 16.4% vs4 2%
EPAR Analisi 300 pz con valutazione kras 1=0S 10,9 vs 11,6 (p=ns)
retrospettiva o _
EPIC 2= PFS 4,0 vs 2,8 (p=ns)
NEJM 2007 | RCT/lII 572 pz K colonretto metast, 3° OS 6,1 vs4,6 (p=0.005)
aperto linea, EGFR+
Cmab+ BSC vs BSC
NEJM 2008 | Analisi _ 394 pz con valutazione kras OS 9,5 mesi vs 4,8 mesi
aetlrospettlva 0OS% 1 anno: 28,3%
e 0 ;
precedente vs 20,1% (p<0.001)
?- 3 6- 3 ? 3
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Rescue Surgery for Unresectable Colorectal Liver Metastases
Downstaged by Chemotherapy

A Model to Predict Long-term Survival

René Adam, MD, PhD, Valérie Delvart, Gérard Pascal, MD, Adrian Valeanu, MD,
Denis Castaing, MD, Daniel Azoulay, MD, PhD, Svivie Giacchetti, MD, Bernard Paule, MD, PhD,
Francis Kunstlineer, MD, Odile Ghémard, MD, Francis Levi, MD, PhD, and Henri Bismuth, MD, FACS Hon

100 ) Resectable | 335
Inttizlly non resectable - 1338
80 |
P=0.01
&0
. 48%
ot B
a0 52% S i hﬂ“‘""ﬁ.
R TN 3%
3% © 3. —
20 | -
23%
i i 1 i i i i e _ ,
0 1 2 3 4 5 6 7 8 g 10 FIGURE 6. Compared survival of liver
Years resection for primarily resectable (n =
No Pts atrisk CYr 1Yr 3Yrs 5Yrs 8Yrs 10 Yrs 335 patlents) Versus pnmarsiy unre-
Nonresectable 138 124 59 37 18 12 sectable metastases downstaged by

(Ann Surg 2004:240: 644—-658)




A4 C?2> /44 F 4

124 - |

A P/
1. Lo studio & descntto come randomizzato? 1 Si =+1 u No =0
2. Se e descriito il metodo di randomizzazione, | dettaglh
forniti sul metodo stesso sono sufficientl a stabilire che i =41 No =1
I'attribuzione casuale ad uno dei trattamenti sia stata H H
condotta in modo corretio per tuth | pazienti?
3. Lo studio & descritto come in doppio cieco? w Si =+1 u Mo =0
4. Se descrtto, Il metodo utilizzato per garantire la doppia S =41 No =-1
cecita nsulta adequato allo scopo? H H
5. E"indicato il numero dei pazienti che non sono stati
aderenti al trattamento, che sono stati trasfenti dal S =41 No =0
trattamento, o che sono stati sottratti al follow-up, e sono H H
indicate le ragioni di quesh fenomeni?
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Tabella 1. eventi awersi pid frequenti (di grado 3 o 4)

Evento avverso Cetuximab + BSC Cetuximab + Irinotecan Cetuximahb + FOLFIRI Cetuximab +  FOLFOX-4****
digrado3 o4 BSC (n=288) *  (n=274)" [10] Irinotecan (n=629)** [9] FOLFIRI (n=602)*** [7] = FOLFOX-4 **** (n=170) [8]
[10] (n=638) ** (n=600) *** (n=168)
[9] [7] [8]
Diarrea 28.8% 1.6% 15.2% 10.5% 14% 7%
Neutropenia 17.6% 13.5% 26.7% 23.3% 30% 34%
Fatica 33.3% 26.3% 9.2% 4.9% 5.0% 4.5% 4% 3%
Leucopenia 4.5% 3.5% 7.0% 4.8% 7% 6%
Rash 11.8% 0.4% 5.3% 0.2% 7.7% 0% 11% 0.6%
Ipomagnesia 5.8% 0% 1.4% 0.2% 1.8% 0.2%
Dermatite acneiforme 5.0% 0%
Reazioni cutanee 18% 0.6%
Disprea 16.3% 12.4%
Dolore addominale 14.2% 15.7% 8.2% 5.9%
Vomito 5.6% 5.5% 6.1% 6.4% 4.5% 5.0%
Embolia polmonare 3.8% 2.7%

* La durata del trattamento & stata di 8 settimane
** La durata del trattamento & stata di14 settimane
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Prospective cost-effectiveness analysis of
cetuximab in metastatic colorectal cancer:
evaluation of National Cancer Institute of Canada
Clinical Trials Group CO.17 trial.

Mittmann N, Au HJ, Tu D, O'Caillaghan CJ, Isogai PK, Karapetis CS, Zalcberg JR, Evans
W, Moore MJ, Siddiqui J, Findiay B, Colwell B, Simes J, Gibbs P, Links M, Tebbutt NC,
Jonker DJ; Working Group on Economic Analysis of Mational Cancer Institute of Canada
Clinical Trials Group; Austraiasian Gastrointestinal Interest Group.

Health Cutcomes and Pharmacoeconomics Research Centre, Sunnybrook Health Sciences
Centre, Toronto, ON, Canada. nicole. mittmann@sunnybrook.ca
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