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INTRODUCTION

Some recent reports suggest that there may be an association
between cystic fibrosis (CF) and cancer, particularly
digestive tract cancer!»2, One-third of all patients now
attain adulthood. With increased survival, it is possible that a
predisposition to malignancy, previously obscured by the
short life-span of these patients, will become evident.
However, in a large international survey we could
demonstrate that the overall risk of cancer in patients with
cystic fibrosis is similar to that in the general population and
that there is about a 6 fold excess of digestive tract
tumours3.

In the present paper we report the European data, which
were collected during January 1985 through July 1992 in 17
European countries, which were included in part in the
previous report>.

METHODS

To study the frequency of cancer in patients with CF, we
requested information about the occurrence of cancer from
377 centres or physicians who treat patients with CF in 17
European countries. Additional cancer information was
received directly from the UK CF Survey. The countries
responding to our requests included all those shown below.

Austria 500 Belgium 600
Denmark 330 France 5500
Germany 3850 Hungary 450
Iceland 6 Ireland 1000
Italy 2400 Netherlands 800
Norway 210 Romania 120
Spain 1510 Sweden 350
Switzerland 800 UK 6000
Finland Not reported
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The numbers of CF patients in these countries were
based on reported incidence data of the national CF
associations. In the questionnaire, the following questions
were asked: (1) number of patients currently under
treatment in the specialized centre; (2) length of the
observation period of the patients reported; (3) number of
cases with cancer; and (4) cancer patients’ data as age, sex,
race, vital status, date of diagnosis, type of cancer and
confirmation by histology or autopsy and if available the
determined genotype.

The ninth revision of the International Classification of
Diseases (ICD) was used to classify cancers into five major
groups: digestive (ICD Nos 150—159); brain (ICD Nos 191—
192); lymphoma (ICD Nos200-202); leukaemia (ICD
Nos 204—-208); all others.

Several statistical models were used to analyse data*.

(1) Comparison was made between the observed distribu-
tion of different types of cancer in the CF patients with
the expected distribution of cancer in the background
population of each country, after adjusting for sex and
age. Furthermore, the ratio of observed cases of specific
types of cancer divided by the expected number of
cancers multiplied by 100 defines the proportional
incidence ratio (PIR)—the measure of risk reported; 5
year age-bands were used to adjust for age.

(2) The PIR can be expressed as PIR=(R/E) X 100 where
R=observed number of cancer cases in the CF group of
interest and E=expected number of cancer cases in the
CF group of interest. The expected number of cancer
cases (E) is obtained as follows:

E=3 t(¥/tH

r¥=number of cases of the cancer group of interest in the age
group i in the standard population

t¥=number of cases of cancer (all sites) in the age group of
the CF study group

t¥=total number of cases of cancer in age group i of the CF
group
For the estimation of the standard error of the PIR the

conservative method by Breslow and Day was used:
SE(logPIR)=1/R%5
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Since we could not define a consistent cohort in Europe,
the data were also analysed with the method of a case
control study, where the referent population included all
cancer patients, and the exposure variable being CF. The
calculated odds ratio then expressed the strength of the

association between CF and any type of cancer.

RESULTS

In the 17 countries approximately 24 500 patients were included.
The overall response rate to the questionnaire was 66%; for UK,
Italy, Germany, Sweden and Denmark it was 88%.

The final group consisted of 39 patients (13 females, 26
males) with cancer diagnosed during the years 1982-1993.
Mean age of the patients at the time of diagnosis of cancer
was 21.51+15.9 years (standard deviation, range 0.5—63
years). Twenty-two patients (56%) died during the study
period. The number of cancers reported by country were:

UK 12 Italy 10
Germany 7 France 3
Sweden 2 Denmark 2
Austria 1 Hungary 1
Spain 1

The distribution of tumours was as follows: digestive
tract=11 (oesophagus=1, small intestine=1, large bowel=6,
pancreas=2, intestinal tract, other=1); lymphoma=5;
leukaemia=6, brain=3; other=14 (oral cavity=1, lung=1,
soft tissues=2, female reproductive=1, testis=2, eye=1,
thyroid=2, endocrine=3, myeloma=1). The data of location
of the tumours and their association with CF is shown in
Table 1. In this table comparisons for digestive tract cancers
were made to controls including all patients with CF and all
other types of cancer: for tumours at other sites, the
controls were patients with CF and all other types of non-
digestive tract cancer. If age and sex standardized proportion
ratios were used the highly significant proportional incidence
ratios for digestive tumours, even in subsites, were obvious
(see Table 2). Of the 39 tumours, 37 (95%) were
histologically verified: the final pathological diagnosis, the
city and country from where the cancer was reported, the
age, sex and whether the patients died or are still alive, are
given in Table 3. Three cancer patients were excluded from
the analysis, since they were diagnosed before 1977 and two
unclear cases were omitted due to unclear histological and
clinical diagnosis. Table 4 depicts the distribution of
identified cancer cases by age, sex and tumour type, and
Figure 1 shows the geographical distribution of cancers
found in Europe.

DISCUSSION

As in the USA survey we observed a strong association
between digestive tract cancers and CF: odds ratio=6.4
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(95% confidence limit: 2.9—14). In the CF population in
Europe the excess of digestive cancer was similar to that
reported in the North American CF population with an odds
ratio of 6.5. One previous cohort study based on data from
the National Cystic Fibrosis Registries in the USA! and
another from a single hospital in the UK have examined the
risk of cancer in patients with CF2. In both studies an
increased risk of digestive tract cancer was found. In the
present study, which is a part of an international
collaborative study between Europe and US/Canada CF
centres®, based on data from the majority of CF patients in
17 European countries, there is also a definite increased risk
of gastrointestinal cancers.

PIR, obtained by dividing observed by expected cancer
cases, was significantly elevated for all digestive tumours
with a PIR of 377% (95% confidence limit: 209-680%).
The highest proportional incidence ratio, 1132% was
observed for pancreatic cancer. Furthermore, an excess of
endocrine tumours (n=3) and myeloma (n=1) was observed
(P=0.01), but these findings were based upon very small
numbers.

In fact there are now three conclusive studies reporting
an excess of cancer in one of the major organ systems known

Table 1 Association between cystic fibrosis and cancer in Europe

Type of tumour n Controls Odds ratio (95% ClI)
Digestive tract* 11 28 6.4 (2.9-14.0)
Lymphatic or blood 12 16 1.4 (0.6-3.2)

All other 16 12 0.7 (0.3-1.6)

Total 39

*Digestive tract tumours include (n): Oesophagus (1); bowel (7); pancreas (2);
retroperitoneal (1)

Table 2 Observed and expected tumours in European cystic fibrosis
patients

PIR

Cancer site Observed Expected PIR (%) (95%Cl)
Digestive tumours 11 2.92 377 209-680

Bowel, colon, 6 1.35 446 200-993

rectum

Pancreas 2 0.17 1144 286-4574
Soft tissues 2 3.32 60 15-241
Testis 2 4.84 41 10-165
Thyroid 2 1.15 174 44-696
Brain tumours 3 4.82 62 20-193
Lymphomas 6 6.16 97 44-217
Leukaemias 5 5.49 91 38-219
Other tumours 8 10.29

PIR=Proportional incidence ratio; Cl=confidence interval

39
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Table 4 Distribution of cancer cases by age, sex and tumour type

Females Males
e 0-4 [ B3]
+o 5-9 *
10-14 X
*H 15-19 | XX 24
*He 20-24 [ XXX 13
[ ) 25-29 [ Y X 11
30-34 @ *%
* 35-39 [ J
40-44
45-49
50-54
55-59 [ )
60-64 on
65+

@-Digestive tract (ICD9 150-9)
B -Leukaemias (ICD9 204-8)

& -Lymphomas (ICD9 200-2)
+-Brain tumours (ICD9 191-2)
*-Other tumours

to be disrupted by the disease process. Interestingly, this
excess is confined to the gastrointestinal tract, whereas only
one tumour originated from the lung was found. If the CF
gene was itself responsible for cancer in these patients, then
one would have expected to see a more uniform increase in
the risk of cancer in various organ systems. It seems much
more likely that the excess risk of gastrointestinal cancer in

Figure 1 Geographic distribution of cancer cases in European
cystic fibrosis patients. A=Digestive; @=non-digestive

Supplement No. 27 Volume 89 1996 .

these patients is caused by a secondary effect of the CF
disease process on the digestive organs. Some degree of
pancreatic insufficiency and disturbed intestinal motility is
common in the majority of CF patients. Persistent
pathologic alterations in digestive tract organs, perhaps
associated with increased cell turnover, might well be the
mechanism eventually leading to excess cancer.

There could be other possible explanations for our
findings. In particular, this study relied upon the ability of
physicians to report information about patients with cancer
over a 12 year period. An apparent excess of digestive
cancers would be observed if physicians were more likely to
remember and report digestive tumours and to overlook
non-digestive tumours. Such a differential bias seems
unlikely, since the findings of the two previous studies were
unknown well after data collection was initiated for this
study.

Finding an excess of digestive cancer in this proportional
incidence study would result if cystic fibrosis selectively
protects against non-digestive tract tumours. Under this
unlikely circumstance, digestive tract tumours would appear
to be increased. The study could also be biased if there were
a large excess of non-digestive tract tumours in those
countries with low response rate. However, when we
restricted the analysis to those countries with a high response
rate—UK, Scandinavia, Italy and Germany—the excess risk
was still present (PIR 374%; 201%—696%ClI). Five cancers
in this study, including three digestive tract tumours, have
been previously included in a cohort study from the UK2.
When we removed these cases to restrict the analysis to
previous unreported cases, the excess of digestive tract
cancer remains (PIR 385%; 193%—770%ClI).

One hundred and eighty-three centres supplied demo-
graphic data about the average number of patients under
observation, sex, age distribution and length of observation
period. For these centres we could calculate an approximate
estimate of the incidence of cancer in patients with CF,
based upon age and sex-specific person-years data. For these
centres a total of 27 cancers were observed compared to
25.1 expected. For digestive cancers seven tumours were
observed versus 1.16 expected (P=0.007). This analysis
suggests that the overall risk of cancer in patients with CF is
not increased and confirms the excess of gastrointestinal
tumours.

It appears that CF must be added to the growing list of
genetic disorders that are linked to cancer. Despite the fact
that genotype information was available in only 27.6% of the
patients and the homozygous delta F508 genotype was
present in 67% one must assume that the linkage of cancer
to the digestive tract is indirect and could be explained by
organ damage induced by CF.

It has been suggested that generally adopted cancer
screening methods such as determination of blood in stool
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might be helpful. If one takes all reported cancers of the
gastrointestinal tract in CF patients in North America and
Europe into consideration, the actual number was small—
only about 2—-3 tumours per year. Only a single tumour each
year would arise in the small or large bowel where
examining the stool for blood, and, because false positive
tests are common, testing for occult blood in CF patients
seems not a valid option at this time. The risk of cancer,
however, is likely to persist or even increase since longevity
under improved therapy conditions or even under lung—gene
therapy will increase.

We conclude that the risk of digestive cancer is
significantly elevated in patients with CF and we anticipate
that the frequency of cancer, and particularly digestive

cancer, will increase as the life span of CF patients increases.

Acknowledgments All authors and the Members of CF/
CSG Study Group acknowledge the profound help of Susan
Morison, Michelle Roche, Cathleen Morrison and Ian
Mclntosh (Canada), K ] Rothman, ] D Potter, G R
Cutting, N A Riekert. The following physicians contributed
one or more cases to the study: N Ansaldi, M Antonelli,

A Battistini, | Dapena, ] Derelle, G Dockter, ] C Elian,

Supplement No. 27 Volume 89 1996

H Ellemunter, A Ellis, T ] Evans, A Giunta, K Gyurkovits,
G Hambleton, L Hjelte, M E Hodson, V Joss, C Koch,
R Kornfilt, H Lindemann, G A Loeuille, G Magazzu,
L Marianelli, G Mastella, R K L Miihlenberg, R Nelson,
H Posslet, F A Rahtjen, C Romano, ] Schriever, B Stack,
B Strandvick, M Super, M Teufel, H G Wiesemann.

The study was supported by funds from the Children’s
Cancer Research Fund of The University of Minnesota; the
Cystic Fibrosis Foundation, Bethesda, Maryland; Kali-
Chemie AG, Hannover, Germany; European Working
Group for Cystic Fibrosis (EWGCF); International Cystic
Fibrosis Foundation; and Solvay Pharmaceuticals, Inc,
Marietta, G.

REFERENCES

1 Neglia JP, Weilinski CL, Warwick W]. Cancer risk among patients with
CF. ] Pediatr 1991;119:764—6

2 Sheldon CD, Hodson ME, Carpenter LM, Swerdlow A]. A cohort study
of CF and malignancy. Br J Cancer 1993;68:1025-8

3 Neglia JP, FitzSimmons SC, Maisonneuve P, et al. The risk of cancer
among patients with cystic fibrosis. N Engl | Med 1995;332:494-9

4 Breslow NE, Day NE. Statistical Methods in Cancer Research. Volll. The
Design and Analysis of Cohort-Studies. Geneva: IARC Scientific
Publications, International Agency for Research on Cancer. WHO, 1987

43



