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Figure 1. Overall survival.

poietic growth factors [1, 2]. This has suggested that the clinical
use of such factors may result in tumour stimulation and reduced
response to cytotoxic chemotherapy, and hence may adversely
affect survival. A long-term follow-up has been completed
on patients with small cell lung cancer (SCLC), who were
randomised to receive either “r-metHuG-CSF” (Filgrastim) or
placebo in a study which clearly showed that Filgrastuim reduces
the infectious complications of cytotoxic chemotherapy [3, 4].

Between June 1989 and April 1991, 130 padents were
recruited from 13 European centres, As of 30 November 1994,
disease progression and survival data were available for 129
patients (65 Filgrastim, 64 placebo). The patient that was not
followed-up was randomised into the study, but received no
study medication (Filgrastim or placebo) and was excluded from
all study analyses. Time to disease progression was calculated by
counting the number of days between the date of randomisation
and first recorded date of disease progression or, in the absence
of a disease progression, the date of death. The time to death
was calculated as the number of days from randomisation to
death. The Kaplan—-Meier (KM) curves of the time to disease
progression and the time to death were compared by using the
log-rank test adjusting for country and disease stage (i.e. limited
or extensive).

The median follow-up at this time is 1755 days (range
1306-1992). The KM median of the time to disease progression
is 225 days for patients treated with Filgrastim and 198 days for
patients treated with placebo (P=0.81). The proportion of
patients surviving more than 2 years is 6/65 (9%) and 8/64 (13%)
in the Filgrastim and placebo groups, respectively, and the KM
median of the time to death is 323 days for patients treated with
Filgrastim and 368 days for patients treated with placebo
(P=0.27). The KM curves for the time to death are presented
in Figure 1. These are the first long-term, controlled, follow-up
data for SCLC patients treated with Filgrastim. In our previous
publication [4], a significant but modest increase in chemo-
therapy dose intensity (less than 10% for all days) was noted in
the Filgrasum group, and it was suggested that this increase
would be insufficient to produce any enhanced antitumour
effect. The data presented here support that conclusion. They
also confirm preliminary conclusions derived from the original
study, providing no support for the hypothesis that the use of
Filgrastim in this patient population may result in tumour
stimulation.
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COLORECTAL CANCER is the third most prevalent cancer in
Europe and its large geographical variation in incidence [1]
is generally attributed to exogenous factors [2]. The uneven
anatomical distribution of colorectal tumours [3] and the subsite-
specific trends in incidence [4, 5] indicate that aetiological
factors may not be similar throughout the large bowel. Since
time trends may reflect changes in exposure to risk factors, we
studied incidence patterns related to subsite, gender and age in
the southeastern area of The Netherlands from 1975 to 1989, a
period in which flexible endoscopy and sphincter-saving surgery
for rectal cancer became more common.
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Letters

Incidence data were derived from the population-based cancer
registry in Eindhoven, The Netherlands. The registry covers
the southeastern area of the province of North Brabant and the
northern area of the province of Limburg with a population of
approximately 850,000. It has been considered complete in a
core area since the early 1970s. Newly diagnosed cancer patients
are notified to the registry by three pathology laboratories: the
Radiotherapy Department in Eindhoven, hospital discharge
diagnoses from most of the 10 community hospitals in the
area and reports from the surgical departments. Professional
registrars collect data from clinical records within 6 months from
diagnosis.

We included all newly diagnosed patients with colorectal
cancer (International Classification of Disease-9) diagnosed
between 1 January 1975 and 1 January 1990. Age-standardised
incidence rates (per 100000 person-years, European standard)
were calculated after combining subsites (ascending 153.5,
153.4, 153.6; transverse 153.0/2, 153.7; sigmoid 153.3; rectosig-
moid 154.0; rectum 154.1; other 153-154), and presented as 5
year moving averages. Linear regression analysis was performed
on the annual rates. The beta coefficients were tested for
significance with the T-test and are reported with 95% confidence
limits (CL).

In the period 1975-1989, 2554 invasive tumours were regis-
tered in men and 2413 in women, and the number of non-
invasive tumours increased from 18 in the 1975-1982 period to
31 in the 1982-1989 period. The number of carcinomas detected
in polyps also increased from 9 (0.4%) to 50 (1.9%) in those
periods. Eighty per cent of non-invasive lesions and carcinoma-
tous polyps were located distal to the splenic flexure. The
incidence of tumours in the distal parts of the large bowel was
markedly higher in men and the male/female ratio increased
from 1 for caecal cancer to 1.7 for rectal cancer. The transverse
colon only comprised 15% of tumours.

For men, trend analyses revealed a marked increase in the
incidence of tumours of sigmoid (beta = 0.43, CL (0.14, 0.72))
and ascending colon (beta = 0.34, CL (0.05; 0.62)) (Figure 1).
A decrease in the incidence of rectal cancer (beta = —0.16, CL
(—0.46; 0.15)) coincided with an increase in the incidence of
rectosigmoid cancer (beta = 0.17, CL (-0.07, 0.41)), which
started after 1982. For women, a similar decrease of rectal
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Figure 1. Trends in incidence of colorectal cancer by subsite, men
1975-1989. *Age-standardised (European standard), 5 year moving
averages.
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cancer (beta = —0.21, CL (—0.43, 0.02)) was accompanied by
a significant increase of rectosigmoid tumours (beta = 0.22, CL.
(0.07, 0.36), data not shown).

Changing trends were primarily observed in the older age
groups. For men between 60 and 74 years, the incidence of
cancer of the sigmoid and ascending colon increased by more
than 1.5-fold and for men older than 74 years by 2.34-fold and
by 1.89, respectively. This trend was not seen for the transverse
colon nor for the combination of rectum and rectosigmoid. For
women older than 74 years, there was a substantial increase in
cancer of the transverse and descending colon; for women
between 60 and 74 years, there was a moderate increase in cancer
of the ascending colon. The male-female ratio increased for
distal tumours in patients of 60 years and older.

In conclusion, the incidence of colorectal cancer increased
steadily in elderly men but remained stable among women.
Converse trends for rectal and rectosigmoid cancer were seen,
probably caused by changing classification practice. The wider
application of sphincter-saving surgery for distal tumours may
have led to a shift from rectum to rectosigmoid. The uneven
anatomical distribution of colorectal cancers and the subsite-
specific trends suggest that tumour formation is primarily
determined by exposure to faecal contents, and thus dependent
on factors influencing transit time or composition and consist-
ency of faeces, such as physical activity and diet. In the 1950s
and 1960s, consumption of meat and vegetables increased in
The Netherlands, whereas the use of milk products decreased
[6]. The rising trends in elderly men, and the long latency period
between cigarette smoking and the occurrence of colorectal
cancer [7], would also be consistent with the increasing use of
tobacco by up to 95% of adult males in the Eindhoven area since
1940 [8].
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