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A novel point in association between Crohn's disease
duration and celorectal carcinoma development

Crohn's hastaligi siresi ile kolorektal karsinom gelisimi iligskisinde akttiel bir nokta
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OzeT: Crohn’s hastaliginda (CH) kolorektal karsinom

(KRK) riskinin 10 yillik hastalik siiresinden sonra bag- -

ladigina inanimaktadir. CH siiresi ile KRK geligimi
arasindaki iligkiyi aragtirmak amaciyla 23 KRK sapta-
nan 21 CH'likli vakanin klinik ozellikleri gozden gegi-
rildi. CH ve KRK tanilarina enstiitiimiizde 1956-1991
yillart arasinda histopatolojik yontemle ulagilmugstir.
CH baglanict ile KRK teghisi arasindaki ortalama siire
17.3+13.5 yuldi. 8 hastada 40 yastan sonra CH baglama
Oykiisit mevcuttu ve bu grupta KRK teshisine kadarki
ortalama siire 4.4x4.1 yildi. Buna zit olarak 40 yag
veya altinda CH baglanmis KRK'li 15 hastada bu siire
24.2+11.7 yil idi (p<0.05). 40 yastan sonra CH'lig1 bag-
lanug hastalarin %87.5'inde (7/8) KRK CH ile birlikte
yahut ilk 10 yillik hastalik doneminde teshis edilmigti.
Halbuki 40 yags veya altinda CH baglamis vakalarin sa-
dece %7'sinde (1/15) KRK CH ile birlikte yahut ilk 10
yullik hastalik doneminde teghis edilmisti (p<0.05). En-
teresan olarak CH ile birlikte yahut ilk 10 yida teghis
edilen KRK'lerin %87.5't (7/8) 40 yastan sonra CH bag-
layan vakalarda gelismigsti. Oysaki, 10 yillik hastalik
siiresinden sonra teghis edilen KRK'lerin sadece %7'si
(1/15) 40 yastan sonra CH baglayan vakalarda gelis-
migti (p<0.05).

CH BASLANGICI-KRK ARASINDAKI SURE

CH ve KRK'in
birlikte teshis i

<10 yil >10 yil

CH Baslangi¢ yas1
>40 y1l olan hastalar 4 3 1

CH Baslangi¢ yas:

<40 y1l olan hastalar 1 0 14

P<0.05

Bulgularinmuz su sonuglara isaret etmigtir: 1. CH siiresi
ile KRK gelisimi arasindaki iligki iiniform degildir. 2.
KRK CH 40 yastan sonra baglayanlarda 40 yas ve al-
tinda baglayanlara gére daha kisa siirede (p<0.05) ge-
lismektedir. 3. KRK riski CH 40 yas ve altinda bagla-
yanlarda 10 yillik bir hastalik siiresinden sonra ortaya
ctkmasina ragmen, bu risk 40 yastan sonra CH bagla-
yan vakalarda ilk 10 yillik hastalik siiresinde de gozo-
niinde tutulmalidur.

Anahtar Kelimeler: Crohn's hastaligi, iilseratif kolit,
kolerektal kanser
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SUMMARY: [t is believed that colorectal carcinoma
(CRC) risk in Crohn's disease (CD) begins after 10 yrs.
disease duration. To evaluate the association between
duration of CD and CRC occurrence; we reviewed the
clinical characteristics of 21 CD patient (pts) with 23
CRC. The diagnosis (dx) of CD and CRC were made at
our institution between 1956-1991 by histopathological
review. The mean duration from onset of CD to CRC dx
was 17.3+13.5 yrs. 8 pts had a history of CD onset after
age 40 and the mean time till CRC dx was 4.4+4.1 yrs.
in this group. In contrast, in 15 CRC pts with CD onset
<40 yrs. of age; the mean time from CD onset to CRC dx
was 24.2+11.7 yrs. (p<0.05). In 87.5% (7/8) of pts with
CD onset after age 40 yrs., CRC were diagnosed concom-
itantly with CD or in the first 10 yrs. CD duration. Con-
versely, in only 7%(1/ 15) of pts with an age of CD onset
<40 yrs., CRC was diagnosed concomitantly with CD
(p<0.05). Interestingly; 87.56% (7/8) of CRC diagnosed
concomitantly with CD or in the first 10 yrs. CD dura-
tion developed in pts with CD onset after age 40. Where-
as, only 7% (1/15) of CRC diagnosed after 10 yrs. CD
duration developed in pts with CD onset after age 40
(p<0.05).

CD DURATION FROM CD ONSET TO CRC DX (YRS.)

Concomitant dx

of CD and CRC <10 yrs. >10 yrs.
Pts with age of g
CD onset>40 yrs. 4 3 1
Pts with age of
CD onset <40 yrs. 1 0 14
P<0.05

Our results suggest that: 1. The association between CD
duration and CRC occurence is not uniform. 2. The time
from CD onset to CRC dx was statistically significantly
shorter in pts with CD onset after age 40 than in pts
with an age of CD onset<40 yrs. 3 While CRC risk starts
after 10 yrs. of CD duration in pts with an age of CD on-
set<40yrs., this risk should be considered even in the
first 10 yrs. CD duration in pts with CD onset after age
40.
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Table 1. IBD duration from IBD onset to CRC diagnosis
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Concomitant dx. with IBD <10 yrs. >10 yrs.
CD related CRC (n) 5 (21.8%) 3 (13%) 15 (65.2%)
UC related CRC (n) 0 5 (12.8%) 34 (87.2%)
p<0.01

LONG-standing Crohn's disease (CD) predispos-
es to cancer (1-3). It is a widely held view that col-
orectal cancer (CRC) risk in CD is much less than
that in ulcerative colitis (UC) (4,5), but time will
probably prove this view to be mistaken. Evi-
dence is rapidly mounting to indicate that given
the same total duration and anotomic extent of
colonic disease the cancer risk in CD is at least as
great as in UC (6,7). The risk for colorectal carci-
noma (CRC) in patients with CD or ileocolitis has
been reported to be 4 to 20 times that in the gen-
eral population (7-9).

Studies (10) suggesting a rising incidence of CD
in the general population places a great number
of patients at increased risk of developing carcino-
ma. Therefore, an understanding of this problem
is becoming critical. Association between duration
of UC and CRC is well known but this association
however has not been studied carefully in CD pa-
tients. To understand this association better, we
analyzed the clinical characteristics of 21 CD pa-
tients with 23 CRC and compared this group to
38 UC patients with 39 CRC.

MATERIALS and METHODS

The records of patients having the simultaneous
diagnoses of CD and CRC or UC and CRC from
1956 to 1991 were reviewed. Cases were identi-
fied by searching the Johns Hopkins Inflammato-
ry Bowel Disease Registry, surgical pathology
files and the Oncology Center Cancer Registry.
The diagnoses of CD and UC were confirmed by
standart clinical, roentgenographic, endoscopic,
and histological criteria for these 59 patients. The

Table 2. Mean duration from IBD onset to CRC diagnosis

onset of inflammatory bowel disease (IBD) was
defined as the time when the patient first experi-
enced symptoms consistent with UC or CD. Each
patient's medical records were evaluated and tele-
phone contact with the individual or surviving
family members was made if historical data was
not current. Follow-up was 100%. Chi-square and
Mann-Whitney U tests were used for statistical
evaluation and p<0.05 was accepted as statistical-
ly significant.

RESULTS

In CD and UC patients the mean age of CRC di-
agnosis was 50.4+13.8 yrs. vs. 47.8£14.3 yrs.
(p>0.05) and the mean time from onset of inflam-
matory bowel disease to CRC diagnosis was
17.3+13.5 yrs. vs. 20.8+9.4 yrs. (p>0.05) respec-
tively. The number of CRC diagnosed concomi-
tantly with IBD diagnosis or in the first 10 yrs.
IBD duration was significantly greater in CD pa-
tients than that found in UC patients (Table 1).

When CD and UC patients were classified with
respect to age of onset of IBD, a significantly
greater proportion of CRC appeared in CD pa-
tients with an onset of IBD after age 40 (8/
23;34.8%) than that observed in UC patients with
an onset of IBD after age 40(4/39;10.3%) (p<0.02).
The mean of IBD duration from IBD onset to CRC
diagnosis with respect to age of IBD onset in CD
and UC patients showed the data seen in Table 2.

Lastly we analyzed the distribution of CRCs ac-
cording to IBD duration from IBD onset to CRC
diagnosis and age of onset of IBD for CD and UC
patients separetely (Table 3, Table 4).

Age of IBD Onset

<40 yrs. >40 yrs.
CD related CRC 24.2 yrs. 4.4 yrs. p<0.05
UC related CRC 21.2 yrs. 17 yrs. p>0.05
p>0.05 p< 0.05
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Table 3. Distribution of CRCs Complicating CD
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CRCs diagnosed concomit. with CD or in
CD duration of < 10 yrs.

CRCs diagnosed in CD duration
of > 10 yrs.

CD patients with IBD onset €40 yrs.

CD patients with IBD onset >40 yrs.

14

DISCUSSION

Although it is believed that CRC risk in CD be-
gins after 10 years disease duration; some reports
demonstrated that substantially greater number
of CRCs were diagnosed concomitantly with CD
diagnosis (9,11-13) or in the first 10 years IBD
duration (13-16). Previously, we reported that CD
patients with an IBD onset after age 40 might re-
quire special attention (17). In our current study
we analyzed the clinical characteristics of 21 CD
patients with 23 CRC and compared this group to
38 UC patients with 39 CRC.

Our results showed that CRC complicating CD
and UC develops at younger ages than that ob-
served in general population. In addition; the
mean duration of CD and UC from IBD onset to
CRC diagnosis showed that CRC develops in
long-standing CD and UC in general. These find-
ings are compatible with the literature reports.
Importantly, the number of CRC diagnosed con-
comitantly with IBD diagnosis or in the first 10
yrs. IBD duration was significantly greater in CD
patients than that found in UC patients. This
was the reason of shorter mean duration from
IBD onset to CRC diagnosis in CD patients with
respect to UC patients. It seems that IBD dura-
tion pattern of CD related CRC is different than
that found for UC related CRC. In fact limited
number of previous literature reports showed
that 20 to 50% of CRC complicating CD were di-
agnosed concomitantly with CD diagnosis
(9,11,12) and 25 to 37% of CD related CRC devel-
oped in the first 10 yrs IBD duration (13,15,16).

Tablo 4. Distribution of CRCs Complicating UC

p< 0.05

Our results also revaled that; if IBD starts after
age 40, CRC develops significantly earlier in CD
patients but not in UC patients with respect to
IBD patients with an age of IBD onset <40 yrs
(Table 2).

In patients with CD, 87.5% of those who devel-
oped CRC within the first 10 yrs. of IBD were old-
er than 40 years of age when CD started, com-
pared with 7% of those with IBD duration of
greater than 10yrs. (p<0.05). In comparison, 25%
of patients with UC who developed cancer within
the first 10 yrs. of IBD were older than 40 yrs of
age when UC started, compared with 8.8% of
those with UC duration of greater than 10 yrs.
(p>0.05).

Our findings show that some clinicopathological
features of carcinoma complicating CD and UC
are strikingly similar. Similarities include typical
long duration of disease before the diagnosis of
cancer. relatively young age at diagnosis of can-
cer compared with sporadic CRC, frequent multpl
tumours at presentation.

Some dissimilarities were seen as well. Ages at
onset of disease and cancer diagnosis were older
for patients with CD compared with patients with
UC. Although the duration of disease to cancer di-
agnosis was typically long for both diseases, it
was shorter for patients with CD. In fact, a signif-
icantly greater proportion of patients with CD
had their cancer diagnosed within the first 10
yrs. of the onset of disease, a tendency previously
noted (13-16). Paradoxically, the age at cancer di-

CRCs diagnosed concomit. with
UC or in UC duration of €10 yrs.

CRCs diagnosed in UC duration
of > 10 yrs.

UC patients with IBD onset <40 yrs.

UC patients with IBD onset >40 yrs.

31

p> 0.05
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agnosis of patients with CD of shorter duration
was older than that of the patients with a longer
duration of disease.

Although these findings may be explained by
sampling and referral biases, a review of the pub-
lished reports showed identical findings. Of 67 an-
alysable patients in 73 reported cases (11-15,18-
22), CRC developed in 21(31.1%) within the first
10 yrs. of CD including 5 CRC diagnosed concomi-
tantly with CD diagnosis. A substantial propor-
tion of these patients (76.2%) were older than 40
years at CD onset compared with_only 19.6% of
the remaining 46 patients with a duration of dis-
ease longer than 10 yrs. (p<0.05). Thus, it is un-
likely that a chance occurrence of sporadic CRC
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related to age may explain the shorter duration of
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patients. It is possible that these patients had, in
fact subclinical CD.

Our results suggest that: 1. The association be-
tween CD duration and CRC occurence is not uni-
form 2. The time from CD onset to CRC diagnosis
was statistically significantly shorter in patients
with CD onset after age 40 than in patients with
an age of CD onset <40 yrs. 3. While CRC risk
starts after 10 yrs. of CD duration in patients
with an age of CD onset <40 yrs., this risk should
be considered even in the first 10 yrs. disease du-
ration of CD patients who had IBD onset after
age 40.
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