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According to the Belgian cancer register of 2012 CRC was the second most frequent cancer in women after
breast cancer, representing 12,1% of all female cancer cases, and the third most frequent cancer in men after
prostatic and lung cancer, representing 12.6% of all male cancer cases. Bevacizumab became available on the
Belgian market as a first-line regimen for mCRC in combination with FOLFIRI, FOLFOX and XELOX at the end
of 2008. This real life study aims to complement the knowledge on bevacizumab use in current practice in
Belgium.

BACKGROUND METHODS

This was a multicentre, non-interventional, post-authorisation study in patients with first line chemotherapy for
MCRC, for whom the physician decided to prescribe bevacizumab. Dosing and treatment were at the discretion
of the investigator and in accordance with Belgian labelling. The conduct of the study did not influence medical
decisions or procedures for individual patients. Twenty Belgian centres were involved in the study to collect
data of 200 patients. The primary objective was to observe in daily clinical practice the treatment duration of
bevacizumab in first line mMCRC. Secondary objectives were to determine the PFS of bevacizumab treatment
and to identify the reasons for stopping the bevacizumab treatment.

RESULTS

From January 2010 until July 2011, a total of 201 patients were enrolled in the study. 199 patients received
bevacizumab. These 199 patients are defined as the Full Analysis Population (FAS). 58.3% of the patients were
men, mean age was 66.3 years. Baseline ECOG performance status of 0, 1 or =22 was observed In
79 patients (39.7%), 84 patients (42.2%) and 17 patients (8.5%) respectively. 152 (76.4%) patients received
FOLFIRI chemotherapy and 39 patients (19.6%) FOLFOX or XELOX chemotherapy. 8 patients began
bevacizumab treatment with another chemotherapy combination (4.0%).

Table 1: Demographic characteristics

Characteristic

n (%)

FOLFIRI
N=152

FOLFOX/XELOX

N=39

Mean age at screening (years) 66.3 66.4 65.8
Gender
Male 116 (58.3) 86 (56.6) 25 (64.1)
Female 83 (41.7) 66 (43.4) 14 (35.9)
Smoking addiction
Yes 49 (24.6) 36 (23.7) 10 (25.6)
No 117 (58.8) 88 (57.9) 24 (61.5)
Not known 33 (16.6) 28 (18.4) 5(12.8)
Stage at initial diagnosis
Stage | 3 (1.5) 3(2.0) 0 (0.0)
Stage Il 22 (11.1) 17 (11.2) 4 (10.2)
Stage I 45 (22.6) 38 (25.0) 6 (15.4)
Stage IV 126 (63.3) 92 (60.5) 28 (71.8)
missing 3 (1.5) 2(1.3) 1(2.6)
Adjuvant chemotherapy
No 126 (63.3) 90 (59.2) 28 (71.8)
Yes 73 (36.7) 62 (40.8) 11 (28.2)
CRC primary location
Colon Ascending 35(17.6) 31 (20.4) 4(10.3)
Colon Descending 12 (6.0) 10 (6.6) 2 (5.1)
Colon Transverse 7 (3.5) 4(2.6) 3(7.7)
Colon Sigmoid 75(37.7) 57 (37.5) 14 (35.9)
Rectum 61 (30.7) 43 (28.3) 15 (38.5)
missing 9 (4.5) 7 (4.6) 1(2.6)
KRAS mutation status
wild type 61 (30.7) 42 (27.6) 16 (41.0)
mutant 45 (22.6) 31 (20.4) 12 (30.8)
NK 93 (46.7) 79 (52.0) 11 (28.2)
ECOG performance status at baseline
0 79 (39.7) 61 (40.1) 16 (41.0)
1 84 (42.2) 67 (44.1) 15 (38.5)
>2 17 (8.5) 10 (6.6) 6 (15.4)
Mot done 19 (9.5) 14 (9.2) 2 (5.1)
Relevant medical history at screening
Cardiac disorders 27 (13.6) 22 (14.5) 4(10.3)
Hypertension 88 (44.2) 67 (44.1) 17 (43.6)

Figure 1: Kaplan-Meier graph for treatment duration (N=199)
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Overall, the median Kaplan-Meier estimate for treatment duration was 5.95 months (95% CI 5.09-6.80),
estimated treatment duration for patients treated with FOLFIRI 6.01 months (95% CIl 5.09-6.93), estimated
treatment duration for patients treated with FOLFOX/XELOX 4.14 months (95% CI 2.10-6.14). The median
Kaplan-Meier estimates for treatment duration were 6.5 months (95% CI 5.26-7.39) for patients <70 years old
and 5.09 months (95% CI 3.48-6.24) for patients =270 years old. Metastasis in the liver were associated with a
higher probability of shorter treatment duration.

Figure 2: Kaplan-Meier graph for Progression Free Survival of bevacizumab treatment in
first-line mCRC (N=199)

100

80 +<70vyears -=>=70vyears =+Overall

% of patients

20 -

0 5 10 15 20 25 30
Time to Progressive Disease (months)

The median Kaplan-Meier estimate for PFS was 11.53 months (95% CI 9.86-13.73), estimated PFS for the
FOLFIRI treated patients 12.78 months (95% CI 9.72-14 42), estimated PFS for the FOLFOX/XELOX treated
patients 8.54 months (95% CI 6.21-20.73). The median Kaplan-Meier estimates for PFS were 11.47 months
(99% CI 9.72-13.63) for patients <70 years old and 12.68 months (95% CI 7.88-19.84) for patients =70 years
old.

Table 2: Median Kaplan-Meier estimate for treatment duration and for median PFS
Overall FOLFIRI

FOLFOX/XELOX
N=199 N=152 N=39

Estimates for median Treatment 5.95 6.01 4.14

duration (months) (95% Cl 5.09-6.80) (95% Cl 5.09-6.93) (95% Cl 2.10-6.14)

Estimates for median PFS (months) 11.53 12.78 8.54
(95% C1 9.86-13.73) (95% Cl 9.72-14.42) (95% Cl 6.21-20.73)

Table 3: Median Kaplan-Meier estimate for treatment duration and for median PFS per

age group
Overall FOLFIRI FOLFOXN/XELOX
N=199 N=152 N=39

<70 years (N=120) 270 years (N=79) <J0 years (N=89) >70vyears (N=63) <70years (N=25) 270 years (N=14)
Estimates for median 6.5 5.09 6.70 5.45 5.09 3.24
Treatment duration (months) (95% Cl 5.26-7.39) (95% C13.48-6.24) (95% Cl15.16-7.39) (95% Cl 3.48-6.80) (95% Cl12.37-7.39) (95% Cl 1.28-6.14)

Estimates for median PFS 11.47 12.68 12.02 13.21 8.54 6.44
(months) (95% C19.72-13.63) (95% Cl 7.88-19.84) (95% Cl 9.72-14.72) (95% Cl 7.88-19.84) (95% Cl 6.14-15.93) (95% Cl 4.63-NE)

The main reason for ending bevacizumab treatment was progressive disease 93/199 (46.7%). For patients
treated with FOLFIRI, FOLFOX or XELOX these reasons were: progressive disease 87/191 (45.5%),
metastasectomy 13/191 (6.8%), unacceptable toxicity 12/191 (6.3%), patient died 9/191 (4.7%), one patient
withdrew consent and 1 patient was lost for follow-up. For 68/191 patients, investigators mentioned other
reasons. These other reasons were: physician’s decision 39/68, toxicity 22/68, 3/68 patients developed another
malignancy, for 2/68 patients the other reason was progressive disease and 2/68 patient had to undergo
surgery. In table 4 the reasons for ending bevacizumab treatment are pooled with corresponding other reasons.

Table 4: Grouped reasons (reasons and other reasons) for ending bevacizumab
treatment in patients treated with FOLFIRI, FOLFOX or XELOX (N=191)

Reason for ending treatment FOLFIRI or FOLFOX/XELOX FOLFIRI FOLFOX/XELOX
n (%) N=191 N=152 N=39
Progressive disease 89 (46.6) 71 (46.7) 18 (46.2)
Physician decision 39 (20.4) 34 (22.4) 5(12.8)
Unacceptable toxicity 34 (17.8) 26 (17.1) 8 (20.5)
Metastasectomy 13 (6.8) 9 (5.9) 4(10.3)
Patient died 9 (4.7) 5(3.3) 4 (10.3)
Other malignancy 3 (1.6) 3 (2.0) 0 (0}
Surgery 2 (1.0) 2 (1.3) 0 (0}
lost for follow up 1(0.5) 1(0.7) 0 (0}
Patient withdrew consent 1(0.5) 1(0.7) 0 (0}

Progressive disease was the main reason for ending treatment followed by physician decision in FOLFIRI
treated patients and by toxicity in FOLFOX/XELOX treated patients.

Spontaneous Adverse Events related to treatment needed to be reported by the investigators to the drug safety
department of Roche SA. No new safety alerts were observed during this study. The toxicity profile confirmed
what was known with bevacizumab.

CONCLUSIONS

The observed treatment duration and PFS are in line and even tend to be higher compared to recently published studies like CALGB-80405 and

FIRE-3. The most likely reason for stopping bevacizumab treatment was progressive disease.

References: Belgian Cancer Registry - www kankerregister.org absolute figures 2012.
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