IMPACT OF SECOND-LINE CETUXIMAB-CONTAINING THERAPY IN PATIENTS
WITH KRAS WILD TYPE METASTATIC COLORECTAL CANCER:
RESULTS FROM ITACA TRIAL.
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Background

The ITACA trial was an academic study on the
management strategy for patients with metastatic
colorectal cancer, designed to define the role of
(Cet)
combination with standard chemotherapy (CT,
FOLFIRI or FOLFOX4) in first- and second-line
treatment (Fig 1).
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Fig.1 ITACA trial design

Of the 370 patients recruited In the first-line trial, 48 and 56 KRAS WT patients were randomized onto
Study 153 01/2A and 153 01/2B, respectively, while 31 and 40 KRAS mutated patients were treated

without randomization in the 2 study groups. Patients’ characteristics of KRAS WT patients are shown

in Table 1.
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Results f the first-line trial (Arm A: CT+B
esults from the first-line trial (Arm =V VS Efficacy data (PFS, OS) of both study groups are summarized in Fig 2. ORR Is reported in Table 2.

Arm B: CT alone) were recently published (Passardi

et al, Ann Oncol 2015); the second-line trial results Progression-Free Survival

a re pres e nted h ere Study 2A E\IEﬂtSfN Median [95?4“:".““} HE [gﬁﬁ EI] P Stu dy 2 B Eve I'IIS."'I Median [9'555{:“.“1{! HR ‘95'96 E"' P
1004 CT + cet [KRAS wi) 23/23 6.2 (4.3-7.8) 0.64 (0.35-1.16) 0.144 1004 CT + Bev + Cet [KRAS wt) 25/25 4.9 (3.2-7.0) 1.31 (0.76-2.26) 0.330
) CT [KRAS wt) 25/25 3.4 (2.3-4.6) 1.0 ' CT + Bev (KRAS wt) 30/31 7.7 (4.1-10.1) 1.0

CT (KRAS mut) 30/31 4.2(2.4-7.9) +Bev (KRAS mut)  38/40 8.5 (6.3-11.2)

0.80- 0.80 1

0.60- 0.60

. —

Independent second-line trials (Fig.1): 0.0 . . . . 0001

PFS
PFS

0.40-

All patients randomized in the first-line trial who

fulfilled inclusion criteria were randomized onto two 0-20-

Overall Survival

Study 153 01/2A: Arm A patients with wild type

(WT) KRAS werlre I'and{)miZEd t{) the Gther CT StUdY 2A Events/N Median (95%Cl),mo __ HR (95% ClI) P StUdy 2B Events/N  Median (95%Cll.mo __ HR (95% CI) p
1007 CT + cet (KRAS wt) 21/23 11.1 (5.9-14.4) 1.22 (0.65-2.29) 0.537 1.00q — CT + Bev + Cet (KRAS wt) 23/25 8.9 (5.9-13.9) 1.39 (0.78-2.49) 0.270
regimen or the other CT plus Cet. Arm A patients Tl 2/ o3k Lo CTeBev(KRASWY) 2731 151(120475) 10
0 80- s ) 8/t 5 (5312.9) Wmut] 34/40 14.8 (12.6-18.0)
with mutated KRAS were not randomized and -
0.60 1
treated with the other CT regimen alone. 2 0.60
0.40 8
0.40
-Study 153 01/2B: Arm B patients with WT KRAS 020- 1_'—_&'1ﬁ )20. =
were randomized to the other CT plus Bev or the 0.00, |
0 3 8 9 12 15 18 21 0.001 , , , ,
; ; months 0 3 6 9 12 15 18 21
other CT plus Bev plus Cet. Arm B patients with months

mutated KRAS were not randomized and treated

Fig.2 Kaplan-Meier curves for PFS and OS by treatment group

with the other CT plus Bev.

The primary objective was to determine, separately

16%
30.5%
p=0.398 (Chi-square test)

for each study, whether the addition of Cet to CT or

Notwithstanding limitations due to the small sample

to CT plus Bev, would improve efficacy in terms of

PES 25 89 size, our results suggest that, among patients with WT

Secondary objectives were to determine the ORR, KRAS, the addition of Cet to second-line CT increased
32.2% : .-

OS and the safety profile of the treatments 16% PFS, while the addition of Cet to CT + Bev was

p=0.277 (Chi-square test)

administered. associlated with decreased PFS.

25%
Table 2. ORR by treatment group (Study 2A and Study 2B).
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